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NOVEL AMINOBENZOPHENONE COMPOUNDS 
FIELD OF THE INVENTION 

The present invention relates to a novel type of aminobenzophenones and to their use 
in therapy. 

BACKGROUND OF THE INVENTION 

Aminobenzophenones are well known from the scientific as well as the patent literature. 
Thus, WO 98/32730, WO 01/05746, WO 01/05749, WO 01/05751, WO 01/05744 and 
WO 01/05745 all disclose compounds with the common core structure 



X 




wherein the phenyl ring C is substituted by amine derivatives. Moreover, WO 01/42189 
and WO 02/076447 disclose compounds with a similar structure, but with no nitrogen 
substituent in phenyl ring C. Finally, WO 01/90074 and WO 02/083622 disclose 
compounds where the phenyl rings A and C respectively are replaced by heterocycles. 
The compounds disclosed in these patent application are Indicated to be inhibitors of 
interleukin ip (IL-ip) and tumour necrosis factor a (TNF-a) secretion in vitro, which 
makes the compounds potentially useful in the treatment of inflammatory diseases 
where the production of cytokines is involved in the pathogenesis. Allegedly, 
aminobenzophenones exert their effect by inhibiting the p38 MAP kinase, which in turn 
inhibits the production of IL-lp and TNF-a. 

The preparation of structurally related aminobenzophenones useful as dyes for textiles 
is disclosed in Man-Made Text. India (1987), 30(6), 275-6, Man-Made Text. India 
(1986), 29(5), 224-30, and Man-Made Text. India (1985), 28(11), 425, 427-9, 431. 

SUMMARY OF THE INVENTION 

It has surprisingly been found that novel aminobenzophenone derivatives are potent 
inhibitors of interleukin lp (IL-lp) and tumour necrosis factor a (TNF-a) secretion In 
vitro and in vivo, suggesting their utility in the treatment and/or prevention of 
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inflammatory diseases and other conditions where the secretion and modulation of 
proinflammatory cytokines is involved in the pathogenesis. 

It has been found that aminobenzophenone derivatives of the present invention exert 
their anti-inflammatory effect by inhibiting or downregulating MAP kinases, more 
5 specifically the p38 MAP kinase, a stress-activated protein which is an important 
element of the signal transduction pathway leading to the production of 
proinflammatory cytokines. 

The aminobenzophenone derivatives of the present invention may furthermore be 
useful in the treatment of cancer or ophthalmic diseases or conditions. 

10 

Accordingly, the present invention relates to a compound of general formula I 




I 

15 

wherein 

R t is halogen, hydroxy, mercapto, trifluoromethyl, amino, d- 4 alkyl, C 2 - 4 alkenyl, d- 
4 alkynyl, C^alkoxy, d-4 alkylthio, d-ealkylamino, d- 4 alkoxycarbonyl, cyano, -CONH 2 
20 or nitro; 

R 2 is hydrogen, halogen, hydroxy, mercapto, trifluoromethyl, amino, d- 4 alkyl, d- 
4 alkenyl, d^alkynyl, d- 4 alkoxy, d- 4 alkylthio, d- 6 alkylamino, d- 4 alkoxycarbonyl, 
cyano, -CONH 2 , phenyl or nitro; 

25 

R 3 represents one or more, same or different substituents selected from the group 
consisting of hydrogen, halogen, hydroxy, mercapto, trifluoromethyl, cyano, carboxy, 
CONH 2 , nitro, d- 4 alkyl, d^alkenyl, d- 4 alkynyl, d_ 4 alkoxy, d- 4 alkylthio, Cm 
alkoxycarbonyl; 

30 is hydrogen, halogen, nitro, Rs or YiR 8 ; 

Yi is -O-, -S-, -S(O)-, -S(0) 2 -, -NR a -/ -NR a C(0)NR b -, -NR a C(0)-, -C(0)NR a -, -C(0)NR a O- 
, -C(O)-, -C(0)0-, -NR a C(0)0, -S(0) 2 NR a -, -NR a S(0) 2 -; 
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R a , R b and Rc are the same or different, each representing hydrogen, d- 4 alkyl, C 2 - 
4 alkenyl, C 2 -4 alkynyl, C 3 - 8 carbocyclyl, Ci-iaheterocyclyl or aryl, each of d- 4 alkyl, d- 
4 alkenyl, C 2 . 4 alkynyl, C 3 . 8 carbocyclyl, d- 12 heterocyclyl or aryl being optionally 
5 substituted by one or more, same or different substituents represented by R 7 ; 

R 8 is hydrogen, d-ioalkyl-Ci-nheterocyclyl, d-i 0 alkyl-C 3 -i 2 carbocyclyl, Ci-i 0 alkyl, d- 
10 alkenyl, d-io alkynyl, C 3 . 12 carbocyclyl or d- 12 heterocyclyl, each of d-ioalkyl- d- 
12 heterocyclyl, d-i 0 alkyl-C 3 -i2carbocyclyl, d-i 0 alkyl, d-ioalkenyl, d-io alkynyl, C 3 - 
10 12 carbocyclyl or Ci- 12 heterocyclyl being optionally substituted by one or more, same or 
different substituents represented by R 7 ; 

R 7 is halogen, hydroxy, mercapto, trifluoromethyl, amino, d-4alkyl, d-ehydroxyalkyl, 
d-4alkoxy, Ci^alkylthio, d-e alkylamino, d- 4 alkoxycarbonyl, Ci- 9 trialkylammonium in 
association with an anion, cyano, azldo, nitro, -S(0) 2 NH 2 , -S(0) 2 NR a Rb, -S(0) 2 R, - 
15 COOH, -CONH 2 , -NR a C(0)R', -CONHR' or -CONRR', wherein R and R' are same or 
different, each representing hydrogen or d- 3 alkyl; 

one of R 5 and R 6 is -COOH, -C(0)NHOH, -C(0)NHNH 2 , Y 2 R 9 , Y 2 R 9 Y 3 Ri 0 , d- 6 alkyl-Y 2 R 9 , 
Ci- 6 alkyl-Y 2 R 9 Y 3 Rio, C 2 . 6 alkenyl-Y 2 R 9 , C 2 . 6 alkenyl-Y 2 R 9 Y 3 Ri 0 , Y 2 R 9 -C 1 . 6 -alkyl-Y 3 Ri 0 , Y 2 R 9 - 
20 d-6-alkenyl-Y 3 Ri 0 , C 3 . 12 carbocyclyl-Y 2 R 9 , C 3 . 12 carbocyclyl-Y 2 R 9 Y 3 Ri 0 , Ci. 12 heterocyclyl- 
Y 2 R 9 , Ci- 12 heterocyclyl-Y 2 R 9 Y 3 Rio, d-i 2 carbocyclyl-d- e -alkyl-Y 2 R 9 , C 3 - 12 carbocyclyl-d-6- 
alkyl-Y 2 R 9 Y 3 Rio, d-izheterocyclyl-d-e-alkyl-YzR.,, Ci-^heterocyclyl-C^g-alkyl-YzR^Rio, 
C 3 -i2carbocyclyl-Ci- 6 -alkyl-Y 3 R 10 , C^izheterocyclyl-Ci-e-alkyl-YaRio, Ci-i2heterocyclyl-Ci- 
10 alkyl, C 3 -i2carbocyclyl-Ci.ioalkyl f Ci.ioalkyl-Ci-wheterocyclyl, d-i 0 alkyl-d- 
25 i 2 carbocyclyl, Ci.ioalkyl, d-ioalkenyl, d-io alkynyl, d- l2 carbocyclyl or d-i 2 heterocyclyl, 
each of which being optionally substituted by one or more, same or different 
substituents represented by R 7 , and the other is hydrogen, halogen, hydroxy, 
mercapto, trifluoromethyl, amino, d- 4 alkyl, d-4alkenyl, d-4alkynyl, d- 4 alkoxy, d- 4 
alkylthio, d- 6 alkylamino, Ci- 4 alkoxycarbonyl, cyano, -CONH 2 or nitro, 

30 

with the proviso that when R 5 or R 6 is phenyl, d- 5 alkyl or C 2 - 3 alkenyl, said R 5 or R 6 is 
substituted by one or more, same or different substituents represented by R 7 (except 
three fluorine when R 5 or Re is methyl) or by YiRs, 

35 with the further proviso that when R s or R6 is -COOH, Y x cannot be -NR a -, - 
NR a C(0)NR b -, -NRaC(O)- or -NRaC(0)0-, and R 3 or R 4 cannot be nitro, 
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with the further proviso that when R 2 is hydrogen, one of R 5 or R 6 is not hydrogen or 
optionally substituted (C 3 -Ci 8 heterocyclyl, C^alkyl, C 2 - 7 alkenyl, C 2 - 7 alkynyl or d- 
7 alkoxy); 

Y 2 is -0-, -S-, -S(O)-, -S(0) 2 -, -NR a -, -NR a C(0)NR b - / -NRaC(O)-, -C(0)NRa-, -C(0)NRaO- 
, -C(O)-, -NRaC(0)0-, -NRaSCO)^, -OC(O)-, -C(0)0-, -C(0)NR a NRbC(S)NRc-, - 
C(0)NRaNR b -, or -S(0) 2 NRa-; 

R 9 is Ci- 10 alkyl-Ci-i 2 heterocyclyl, Cx-ioalkyl-Qj-^carbocyclyl, Ci-i 0 alkyl, C 2 -i 0 alkenyl, C 2 -i 0 
alkynyl, C 3 -i 2 carbocyclyl, Ci-i 2 heterocyclyl, C 3 .i 2 carbocyclyl-Ci-ioalkyl, or Ci- 
12 heterocyclyl-Ci- 10 alkyl, d-ecarbocyclyl-d-ealkenyl, C 3 -6carbocyclyl-C 2 - 6 alkynyl, each 
being optionally substituted by one or more, same or different substituents represented 
by R 7 , 

with the proviso that when Y 2 is -O-, -NR a -, -S- or -C(0)0-, and R 9 is Ci- 6 alkyl, said C x . 
6 alkyl is substituted by one or more, same or different substituents represented by R 7 or 
by Y3R10; 

Y 3 is -O-, -S-, -S(O)-, -S(0) 2 -, -NR a -, -NR a C(0)NR b -, -NR a C(0)-, -C(0)NR a -, -C(0)NR a O- 
, -C(O)-, -NR a C(0)0-, -NR,S(0) 2 -, -OC(O)- or -C(0)0; 

Rio is Ci-i 0 alkyl-Ci-i 2 heterocyclyl, d-ioalkyl-Ca-ucarbocyclyl, Ci-i 0 alkyl, C 2 -i 0 alkenyl, C 2 . 
10 alkynyl, C 3 . 12 carbocyclyl or Ci.i 2 heterocyclyl, each being optionally substituted by one 
or more, same or different substituents represented by R 7 ; 

or, when one of R 5 or Re is the group -C(0)NR a R 9 , R a and R 9 together with the nitrogen 
atom to which they are attached form a Ci-i 2 heterocyclic ring optionally comprising one 
or more additional heteroatoms selected from the group consisting of O, S and N, 
optionally substituted with one or more substituents represented by R 7 ; 

or a pharmaceutical^ acceptable salt, solvate, or ester thereof. 

In another aspect, the invention relates to a pharmaceutical composition comprising a 
compound of formula I or a pharmaceutical^ acceptable salt, solvate, or ester thereof 
together with a pharmaceutical^ acceptable excipient or vehicle. 
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In a further aspect, the invention relates to a method of preventing, treating or 
ameliorating inflammatory diseases or conditions, or ophthalmic diseases or conditions, 
the method comprising administering to a patient in need thereof an effective amount 
of a compound of formula I. 

In a further aspect, the invention relates to a method of treating or ameliorating 
cancer, the method comprising administering to a patient in need thereof an effective 
amount of a compound of formula I. 

In a still further aspect, the invention relates to the use of a compound of formula I for 
the manufacture of a medicament for the prophylaxis, treatment or amelioration of 
inflammatory diseases or conditions, or ophthalmic diseases or conditions. 

In a still further aspect, the invention relates to the use of a compound of formula I for 
the manufacture of a medicament for the treatment or amelioration of cancer. 

In a still further aspect, the invention relates to a method for producing a compound of 
general structure I, 




wherein Ri, R 2 , R3, R4, R5, and R 6 are as defined above, comprising the steps of 
a) transforming a compound general structure VI, 




VI 



wherein Hal is a halogen, and Ri, R 5 and R 6 are as defined above, each of which are 
independently protected or unprotected, into an organometallic intermediate; 
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b) transmetalating said organometallic intermediate to an organozinc intermediate; 

c) coupling said organozinc intermediate with an acid halide of general structure V, 

O R, 




V 

wherein R 2 is as defined above 1, protected or unprotected, in the presence of a 
catalyst to give a compound of general structure IV, 




wherein R if R 2 , R 5 , and R 6 are defined as above, each of which are independently 
protected or unprotected; 

d) optionally transforming, protecting or deprotecting one or more substituents or 
functional groups of Ri, R 2 , Rs, and R 6 of the compound of general structure IV to give 
another compound of general structure IV; 

e) reducing the compound of general structure IV from step c) or d) to an amine of 
general structure III, 




III 



wherein R lf R 2 , R 5/ and R 6 are defined as above, each of which are independently 
protected or unprotected; 

f) optionally transforming, protecting or deprotecting one or more substituents or 
functional groups of R i# R 2 , Rs/ and R 6 of the compound of general structure III to give 
another compound of general structure III; 
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g) coupling of the amine of general structure III from step e) or f) with a compound of 
general structure II, 




wherein L is triflate or halogen, R 3 and R4 are as defined above, each of which are 
independently protected or unprotected, to give a compound of general structure I, 
wherein Rj, R 2 , R 3 , R4, R 5 , and R 6 are defined as above, each of which are independently 
protected or unprotected; 

h) optionally transforming, protecting or deprotecting one or more substituents or 
functional groups of Ri ( R 2 , R 3 , R4, Rs, or R 6 of the compound of general structure I from 
step g) to give a another compound of general structure I. 

In a still further aspect, the invention relates to a method for producing a compound of 
general structure I, 




wherein R x< R 2 , R 3 , Rw Rs, and R 6 are as defined above, comprising the steps of 
a) transforming a compound general structure Vila, 




Vila 
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wherein Hal is halogen, W is halogen or triflate, and R 2 is as defined above, protected 
or unprotected, into an organometallic intermediate; 

b) transmetalating said organometallic intermediate to an organozinc intermediate; 

c) coupling said organozinc intermediate with an acid halide of general structure VIII, 




6 1 
VIII 



wherein R i# R 5 , and R 6 are as defined above, each of which are independently protected 
or unprotected, in the presence of a catalyst to give a compound of general structure 
Ilia, 




Ilia 



wherein W, Ri, R 2/ Rs, and R 6 are defined as above, each of which are independently 
protected or unprotected; 

d) optionally transforming, protecting or deprotecting one or more substituents or 
functional groups of W, R x , R 2 , Rs, and R 6 of the compound of general structure Ilia to 
give another compound of general structure Ilia; 

e) coupling of the compound of general structure Ilia from step c) or d) with an amine 
of general structure Ha, 




wherein R 3 and R4 are as defined above, each of which are independently protected or 
unprotected, to give a compound of general structure I, 
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wherein R 1( R 2 , R 3 , Rv, Rs, and R 6 are defined as above, each of which are independently 
protected or unprotected; 

f) optionally transforming, protecting or deprotecting one or more substituents or 
functional groups of R lf R 2 , R 3 , R4, Rs, or R 6 of the compound of general structure I from 
step e) to give another compound of general structure I. 

DETAILED DESCRIPTION OF THE INVENTION 
Definitions 

In the present context, the term "alkyl" is intended to indicate a univalent radical 
derived from straight or branched alkane by removing a hydrogen atom from any 
carbon atom. The alkyl chain typically comprises 1-10 carbon atoms, in particular 1-6 
carbon atoms. The term includes the subclasses normal alkyl (n-alkyl), secondary and 
tertiary alkyl/ such as methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, 
tert.-butyl, pentyl, isopentyl, hexyl and isohexyl. 

The term "alkoxy" is intended to indicate a radical of formula OR', wherein R' is alkyl as 
defined above, e.g. methoxy, ethoxy, propoxy, butoxy, etc. 

The term "hydroxyalkyl" is intended to indicate an alkyl radical as defined above, 
wherein one or more hydrogen atoms are replaced by hydroxy. 

The term "alkenyl" is intended to indicate a mono-, di-, tri-, tetra- or pentaunsaturated 
hydrocarbon radical typically comprising 2-10 carbon atoms, in particular 2-6 carbon 
atoms, e.g. ethenyl, propenyl, butenyl, pentenyi or hexenyl. 

The term "alkynyl" is intended to indicate an hydrocarbon radical comprising 1-5 triple 
C-C bonds, the alkyne chain typically comprising 2-10 carbon atoms, in particular 2-6 
carbon atoms, such as ethynyl, propynyl, butynyl, pentynyl or hexynyl. 

The term "alkoxycarbonyl" is intended to indicate a radical of formula -COOR' wherein 
R' is alkyl as defined above, e.g. methoxycarbonyl, ethoxycarbonyl, n-propoxycarbonyl, 
isopropoxycarbonyl, etc. 
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The term "aryl" is intended to include radicals of carbocyclic aromatic rings, in 
particular 5- or 6-membered rings, optionally fused bicyclic rings, e.g. phenyl or 
naphthyl. 

5 The term "heteroaryl" is intended to include radicals of heterocyclic aromatic rings, in 
particular 5- or 6-membered rings with 1-4 heteroatoms selected from O, S and N, or 
optionally fused bicyclic rings with 1-4 heteroatoms, e.g. pyridyl, tetrazolyl, thiazolyl, 
imidazolyl, pyrazolyl, oxazolyl, isoxazolyl, thienyl, pyrazinyl, isothiazolyl, 
benzimidazolyl, and benzofuranyl. 

10 

The term "carbocyclyl" includes saturated and unsaturated, optionally fused bicyclic, 
hydrocarbon rings typically comprising 3-12 carbon atoms, in particular 3-8 carbon 
atoms, such as cyclopropyl, cyclopentyi, cyclohexyl and cyclooctyl; or a C3-12 
cycloalkene group, such as cycloprop-2-enyl, cyclobut-2-enyl, cyclopent-2-enyl, 

15 cyclohex-3-enyl, cycloocta-4-enyl, cyclohex-3,5-dienyl, indanyl, indeneyl, 1,4- 
dihydronaphtyl, phenyl and naphtyl. The term "carbocyclyl" also includes cyclic 
hydrocarbons wherein one or more ring -CH2- fragments have been replaced by a - 
C(O)- fragment and /or an exo-cyclic carbon-carbon double bond, such as 
oxocyclohexyl, oxocyclopentyl, 4-oxo-l,2,3,4-tetrahydronaphtalen-l-yl, l-oxo-1,2,3,4- 

20 tetrahydronaphtalen-l-yl, 2-oxocyclohex-3-en-l-yl and 2-oxocyclohex-l-en-l-yl, and 



The term "heterocyclyl" is intended to indicate saturated or unsaturated, optionally 
25 fused carbocyclic rings comprising 1-12 carbon atoms, such as 1-12 carbon atoms, in 
particular 1-8 carbon atoms, and comprising one or more heteroatoms selected from 
the group consisting of O, N and S, such as tetrazolyl, triazolyl, pyrrolyl, furanyl, 
morphoiyl, piperazyl, thiophenyl, imidazolyl, oxazolyl, thiazolyl, pyrazolyl, pyrrolidinyl, 
pyridinyl, pyrimidinyl, tetrahydrotiophenyl, tetrahydrofuranyl, tetrahydropyranyl, 
30 piperidinyl, putinyl, morpholinyl, furanyl, dioxolanyl, thiophenyl, quinolinyl, 

isoquinolinyl, 1,2-dihydroquinolinyl, etc. The term "heterocyclyl" thus includes 
"heteroaryl" as defined above and also includes heterocyclic groups wherein one or 
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more ring -CH 2 - fragments have been replaced by a -C(O)- fragment and/or an exo- 
cyclic carbon-carbon double bond, such as dioxopiperidinyi, dioxoimidazolidine, 
dioxohexahydropyrlmidine, oxopyrrolidine, l-oxo-3,4-dihydroisoquino!in-2(lH)-yl and 




The term "alkylthio" is intended to indicate a radical of the formula -SR, where R is 
alkyl as defined above, for example d-ioalkylthio, Ci- 4 alkylthio, methylthio, ethylthio, 
n-propylthio, 2-propylthio, etc. 

The term "alkylamino" is intended to indicate a radical of the formula -NHR or -NR 2 , 
wherein R is alkyl as defined above and includes, for example, methylamino, 
dimethylamino, di-(n-propyl)amino, n-butyl(ethyl)amino, etc. 

The term "halogen" is intended to indicate fluoro, chloro, bromo or iodo. 

The term "pharmaceutical^ acceptable salt" is intended to indicate salts prepared by 
reacting a compound of formula I with a suitable inorganic or organic acid, such as 
hydrochloric, hydrobromic, hydroiodic, sulfuric, nitric, phosphoric, formic, acetic, 2,2- 
dichloroaetic, adipic, ascorbic, L-aspartic, L-glutamic, galactaric, lactic, maleic, L-malic, 
phthalic, citric, propionic, benzoic, glutaric, gluconic, D-glucuronic, methanesulfonic, 
salicylic, succinic, malonic, tartaric, benzenesulfonic, ethane-l,2-disulfonic, 2-hydroxy 
ethanesulfonic acid, toluenesulfonic, sulfamic or fumaric acid. Pharmaceutically 
acceptable salts of compounds of formula I may also be prepared by reaction with a 
suitable base such as sodium hydroxide, potassium hydroxide, magnesium hydroxide, 
calcium hydroxide, ammonia, or suitable non-toxic amines, such as lower alkylamines, 
for example triethylamine, hydroxy-lower alkylamines, for example 2- 
hydroxyethylamine, bis-(2-hydroxyethy1)-amine, cycloalkylamines, for example 
dicyclohexylamine, or benzylamines, for example N,N'-dlbenzylethylenediamine, and 
dibenzylamine, or L-arginine or L-lyslne. 
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The term "solvate" is intended to indicate a species formed by interaction between a 
compound, e.g. a compound of formula I, and a solvent, e.g. alcohol, glycerol or water, 
wherein said species are in a solid form. When water is the solvent, said species is 
referred to as a hydrate. 

The term "pharmaceutical^ acceptable ester is intended to indicate easily hydrolysable 
esters such as alkanoyloxyalkyl, aralkanoyloxyalkyl, aroyloxyalkyl, e.g. acetoxymethyl, 
pivaloyloxymethyl, benzoyloxymethyl esters and the corresponding l'-oxyethyl 
derivatives, or alkoxycarbonyloxyalkyl esters, e.g. methoxycarbonyloxymethyl esters 
and ethoxycarbonyloxymethyl esters and the corresponding l'-oxyethyl derivatives, or 
lactonyl esters, e.g. phthalidyl esters, or dialkylaminoalkyl esters, e.g. 
dimethylaminoethyl esters. Easily hydrolysable esters include In vivo hydrolysable 
esters of the compounds of formula I. Such esters may be prepared by conventional 
methods known to persons skilled in the art, such as method disclosed in GB patent No. 
1 490 852 incorporated herein by reference. 

"p38 MAP kinase" is a stress-activated protein kinase existing in several isoforms 
(p38a, p38P, p38p2, p38y and p385). The p38 MAP kinase is activated by different 
stimuli Including heat, chemical, osmotic, pH and oxidative stress, growth factor 
withdrawal, high or low glucose and ultraviolet radiation. p38 is also stimulated by 
agents that mediate the initial physiological response to injury, infection and 
inflammation, such as LPS and pro-inflammatory cytokines IL-ip, TNF-oc, FasL, CD40L 
and TGF-p. Like other MAP kinases, p38 is phosphorylated by kinases, including MKK3, 
MEK6 and MKK6, on a threonine and tyrosine in an activation loop (Thr-Xaa-Tyr) close 
to the ATP and substrate binding site. In turn, p38 phosphorylates and activates the 
serine-threonine protein kinases MAPKAP kinase-2, MAPKAP kinase-3, MAPKAP kinase- 
5, MNK-1 and MSK-1. It has been established that activation of p38 regulates cytokine 
biosynthesis in many cell types either directly by phosphorylating and activating 
transcription factors involved in the expression of cytokines or indirectly, e.g. by 
phosphorylating MSK-1 which, when activated, activates the transcription factor CREB. 
It has also been shown that certain pyridinyl imidazoles, e.g. SB203580, which inhibit 
p38, inhibit the production of IL-ip and TNF-oc from LPS-treated human monocytes. It 
has therefore been concluded that p38 constitutes a potentially highly interesting target 
for the development of anti-inflammatory compounds (cf. JC Lee et al., 
Immunopharmacology 47, 2000, pp. 185-201 and references reviewed therein; PR 
Young, "Specific Inhibitors of p38 MAP kinase" in Signaling Networks and Cell Cycle 
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Control: The Molecular Basis of Cancer and Other Diseases, JS Gutkind (Ed.)/ Humana 
Press, Inc., Totowa, NJ, and references reviewed therein). 

There are several reports on p38 MAP kinase and inflammatory cytokines in relation to 
cell growth and apoptosis, such as tumor proliferation and metastasis. Though the 
exact mechanism of p38 MAP kinase mediated cell growth regulation is not known, it is 
believed that p38MAP kinase constitutes a potentially highly interesting target for the 
development of anti cancer drugs (S Nakada et al., Anticancer Research 21(1 A), 2001, 
pp.167-171 and references cited therein; C Denkert et al., Cancer Letters 195(1), 2003 
p.p. 101-109 and references cited therein). 

Compounds of formula I may comprise asymmetrically substituted (chiral) carbon 
atoms and carbon-carbon double bonds which may give rise to the existence of 
isomeric forms, e.g. enantiomers, diastereomers and geometric isomers. The present 
invention relates to all such isomers, either in pure form or as mixtures thereof. Pure 
stereoisomeric forms of the compounds and the intermediates of this invention may be 
obtained by the application of procedures known in the art. Diastereomers may be 
separated by physical separation methods such as selective crystallization and 
chromatographic techniques, e. g. liquid chromatography using chiral stationary 
phases. Enantiomers may be separated from each other by the selective crystallization 
of their diastereomeric salts with optically active acids. Alternatively, enantiomers may 
be separated by chromatographic techniques using chiral stationary phases. Said pure 
stereoisomeric forms may also be derived from the corresponding pure stereoisomeric 
forms of the appropriate starting materials, provided that the reaction occurs 
stereoselective^ or stereospecifically. Preferably, if a specific stereoisomer is desired, 
said compound will be synthesized by stereoselective or stereospeciflc methods of 
preparation. These methods will advantageously employ chiral pure starting materials. 
Likewise, pure geometric isomers may be obtained from the corresponding pure 
geometric Isomers of the appropriate starting materials. A mixture of geometric 
isomers will typically exhibit different physical properties, and they may thus be 
separated by standard chromatographic techniques well-known in the art. 

Preferred embodiments of the compound of formula I 

In a currently preferred embodiment of the compounds of formula I, Ri may be 
halogen, trifluoromethyl, Ci- 4 alkyl, C^alkoxy or nitro. In particular, Ri may be methyl, 
ethyl, methoxy, ethoxy, bromo, fluoro or chloro. 
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In a further preferred embodiment of the compounds of formula I, R 2 may be 
hydrogen, halogen, amino, d- 4 alkyl or d. 4 alkoxy. In particular, R 2 may be hydrogen, 
methyl, ethyl, methoxy, ethoxy, bromo, fluoro or chloro. 

In a further preferred embodiment of the compounds of formula I, R 3 may be 
hydrogen, halogen, Ci- 4 alkyl or Ci- 4 alkoxy. In particular, R 3 may be methyl, ethyl, 
methoxy, ethoxy, bromo, fluoro or chloro. 

In a further preferred embodiment of the compounds of formula I, R 3 represents one 
substituent. In particular, R 3 may be in the meta position with respect to R* and para 
with respect to -NH, or R 3 may be in the meta position with respect to R* and ortho 
with respect to -NH, or R 3 may be in the ortho position with respect to R 4 and meta 
with respect to -NH. 

In a further preferred embodiment of the compounds of formula I, one of R 3 and R* 
may be fluorine. 

In a further preferred embodiment of the compounds of formula I, Y x may be -0-, -NR a - 
, -NRaC(0)NR b -, -NRaC(O)-, -C(0)NRa-, -NRaC(0)0 or NRaS(0) 2 . 

In a further preferred embodiment of the compounds of formula I, Rs may be Ci- 4 alkyl, 
C 2 . 4 alkenyl, C^alkynyl, C 3 . 6 carbocyclyl or Ci- 6 heterocyclyl. 

In a further preferred embodiment of the compounds of formula I, R* may be Ci- 4 alkyl, 
amino, halogen, nitro, -NHC(0)0-C 1 - 4 alkyl, -NHC(0)C 1 - 4 alkyl/ -NHC(0)-C 1 - 4 alkyl-C00H, 
-NHC(0)NH-d- 4 alkyl-0H, -CH=CH-d- 4 alkyl-NH 2 , -NHC(0)NH-d- 4 alkyl, -NHC(0)NH-d- 
scycloalkyl, NHC(0)CF 3 or -NHC(0)0-d-6cycloalkyl. in particular, FU may be methyl, 
ethyl, amino, bromo, fluoro, chloro, nitro, -NHC(0)OCH 2 CH 3 , -NHC(0)CH 2 CH 3 , - 
NHC(0)CH 3 , -NHC(0)CH 2 CH 2 COOH, -NHC(0)NHCH 2 CH 2 OH, -CH=CHCH 2 NH 2 , - 
NHC(0)NHCH 2 CH 3 , -NHC(0)NH-cyciohexyi, NHC(0)CF 3 or -NHC(0)0-cyciopentyl. 

In a further preferred embodiment of the compounds of formula I, R 7 may be halogen, 
hydroxy, amino, -S(0) 2 CH 3/ trifluoromethyl, cyano, d- 4 hydroxyalkyl, d- 4 alkoxy, Ci- 
4 alkyl, d-4alkylthio, d- 4 alkylamino, d- 4 alkoxycarbonyl, -COOH, -CONH 2 , -S(0) 2 NH 2 , 
azido, -CONR' or -CONRR', wherein R and R' are as defined above. In particular, R 7 
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may be methyl, ethyl, methoxy, ethoxy, hydroxy, methoxycarbonyl, ethoxycarbonyl, 
dimethylamino, ethylamino, amino, -COOH, fluoro, chloro, bromo, -CONH 2 , -S(0) 2 NH 2 , 
azldo, methylthio, -S(0) 2 CH 3 , trifluoromethyl, cyano or hydroxy methyl. 

In a further preferred embodiment of the compounds of formula I, one of R 5 and Re 
may be Y 2 R 9 , C^alkyl-YzRg, Y 2 R 9 Y 3 Ri 0 , Ci- 4 alkyl-Y 2 R 9 Y 3 Ri 0 , C 2 . 4 alkenyl-Y 2 R 9 , C 2 . 4 alkenyl- 
Y 2 R 9 Y 3 Rio, Y 2 R 9 -Ci- 4 -alkyl-Y 3 Rio, Y 2 R 9 -C 2 . 4 -alkenyl-Y 3 Rio, Ci-eheterocyclyl-C^-alkyl- 
Y 2 R 9 , Ci. 4 alkyl-Ci- 6 heterocyclyl, Ci- 4 alkyl-C 3 . 6 carbocyclyl, Ca-ecarbocyclyl-C^alkyl, C a . 
4 alkyl substituted by R 7 , C 2 . 4 alkenyl, C 2 . 4 alkynyl, C 3 . 6 carbocyclyl, Ci- 6 heterocyclyl, - 
COOH, -C(0)NHOH, or C(0)NHNH 2 , and the other is hydrogen, halogen, Ci- 4 alkyl or C x - 
4 alkoxy. In particular, R 5 may be Y 2 R 9 , Ci- 4 alkyl-Y 2 R 9 , Y 2 R 9 Y 3 R 10 , Ci- 4 alkyl-Y 2 R 9 Y 3 Ri 0 , C 2 . 
4 alkenyl-Y 2 R 9 , C 2 . 4 alkenyl-Y 2 R 9 Y 3 Ri 0 , Y 2 R 9 -Ci- 4 -alkyl-Y 3 Ri 0 , Y 2 R 9 -C 2 . 4 -alkenyl-Y 3 Ri 0 , Ci- 
gheterocyclyl-C^-alkyl-YjtRg, Ci- 4 alkyl-Ci. 6 heterocyclyl, C^alkyl-Qi-ecarbocyclyl, C 3 . 
6 carbocyclyl-Ci- 4 alkyl, Ci- 4 alkyl substituted by R 7 , C 2 . 4 alkenyl, C 2 . 4 alkynyl, C 3 . 
6 carbocyclyl, d-eheterocyclyl, -COOH, -C(0)NHOH, or C(0)NHNH 2 , and R 6 is hydrogen, 
halogen, Ci- 4 alkyl or Ci- 4 alkoxy. In particular one of R 5 and R6 is Y 2 R 9 , Y 2 R 9 Y 3 Ri 0 , 
phenyl, methylphenyl, methyl, propenyl, phenyl-Y 2 Rg, methyl-Y 2 R 9/ tetrazole, ethynyl, 
triazole, thiadiazole, dihydrooxazole, triazole-Y 2 R 9 , -COOH, -C(0)NHOH, or C(0)NHNH 2 , 
and the other is hydrogen, fluoro, chloro, methyl or methoxy. 

In a further preferred embodiment of the compounds of formula I, R 5 Is hydrogen. 

In a further preferred embodiment of the compounds of formula I, Re is hydrogen. 

In another embodiment of the present invention, when R 2 is hydrogen and one of R 5 or 
Re is not hydrogen or optionally substituted (C 3 -Ci 8 heterocyclyl, Ci- 7 alkyl, C 2 . 7 alkenyl, 
C 2 . 7 alkynyl or d- 7 alkoxy), said optionally substituted (C 3 -C 18 heterocyclyl, Ci- 7 alkyl, C 2 . 
7 alkenyl, C 2 - 7 alkynyl or Ci- 7 alkoxy) is C 3 -Ci 8 heterocyclyl, Ci- 7 alkyl, C 2 . 7 alkenyl, C 2 . 
7 alkynyl or Ci- 7 alkoxy independently substituted by one or more, halogen, hydroxy, 
cyano, Ci- 7 alkyl, d- 7 alkoxy, C 3 -C 18 heterocyclyl or -NR x R y , where R x and R y are 
independently hydrogen or Ci- 7 alkyl, 

wherein the latter Ci. 7 alkyl, Ci- 7 alkoxy, C 3 -C 18 heterocyclyl or -NR x R y substltuents may 
be further substituted by one or more substituents independently selected from 
halogen, hydroxy, cyano, Ci- 7 alkyl, d- 7 alkoxy, C 3 -Ci 8 heterocyclyl or -NR x R y , where R x 
and R y are as defined above; 
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In a further preferred embodiment of the compounds of formula I, Y 2 may be -0-, -NRa- 
, -NR a C(0)NR b - f -NRaC(O)-, -C(0)NR a -, -C(0)NRaO-, -C(0)- f -NRaC(0)0-, -NR 3 S(0) 2 -, - 
C(0)NRaNR b - or -S(0) 2 NRa-. 

In a further preferred embodiment of the compounds of formula I, Y 3 may be -0-, - 
NRaC(O)-, -C(0)NR a -, -C(O)-, -C(0)0- or -NRaC(0)0-. 

In a further preferred embodiment of the compounds of formula I, R 9 may be Ci- 4 alkyl- 
Ci-6 heterocyclyl, Ci- 4 alkyl-C 3 . 6 carbocyclyl, d- 6 alkyl, C 2 -4alkenyl, C 2 . 4 alkynyl, C 3 . 
10 carbocyclyl, Ci- 6 heterocyclyl, C 3 -6carbocyclyl-Ci. 6 alkyl, Ci-eheterocyclyl-Ci-ealkyI, C 3 . 
6 carbocyclyl-C 2 . 4 alkenyl or C 3 . 6 carbocyclyl-C 2 ^alkynyl. In particular, R 9 may be Ci- 
4 heterocyclyl, Ci- 6 alkyl, d-aalkyl-Ci-sheterocyclyl, C 6 -iocarbocyclyl, C^alkyl- 
Cgcarbocyclyl, C 3 alkenyl, C 6 carbocyclyl-Cialkyl, C 6 carbocyclyl-C 3 alkenyl or 
C 6 carbocyclyl-C 2 alkynyl. More specifically, R 9 may be morpholinyl, propylmorpholinyl, 
piperazinyl, methyl, ethyl, n-propyl, n-butyl, tert-butyl, Isobutyl, hexyl, isopropyl, 
dimethylpropyl, methyltetrahydrofuranyl, methylpyridinyl, ethylpiperazinyl, cyclohexyl, 
propyloxopyrrolidinyl, benzyl, methylcyclohexyl, propylphenyl, ethylphenyl, 
ethylmorpholinyl, allyl, ethylfuranyl, phenyl, methyldioxoimidazolidinyl, 
dioxohexahydropyrimidinyl, thiazolyl, methylphenyl, ethylphenyl, methyldioxolanyl, 
methylthiazolyl, propenylphenyl, methylfuranyl, thiophenyl, tetrahydropyranyl or 
ethynylphenyl. 

In a further preferred embodiment of the compounds of formula I, Rio may be Ci- 4 alkyl, 
C 2 - 4 alkenyl, C 3 . 6 carbocyclyl or Ci- 6 heterocyclyl. In particular, R i0 may be methyl, ethyl, 
methacryl, tert-butyl, tetrahydropyranyl or ethenyl. 

In a further preferred embodiment of the compounds of formula I, said heterocycle or 
heterocyclyl as above may contain one or two oxygen atoms or one sulphur atom, 
and/or up to two nitrogen atoms, or three or four nitrogen atoms, wherein optionally 
one or two CH 2 ring fragments Is/are replaced by one or two -C(O)- fragments 
respectively. 

In a further preferred embodiment of the compounds of formula I, Ra, Rb, or Rc 
independently represent hydrogen, methyl, ethyl, 2-hydroxyethyl or 2-methoxyethyl. 
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Specific examples of compounds of formula I may be selected from the group 
consisting of 

[2-Chloro-4-(4-fluoro-2-methylphenylamino)phenyl]-[2-methyl-5-(morpholine-4- 

carbonyl)phenyl]-methanone (Compound 101), 
5 [2-Chloro-4-(4-fluoro-2-methylphenylamino)phenyl]-t2-methyl-5-(4-methyl- 
piperazine-l-carbonyl)phenyl]-methanone (Compound 102), 
3-[2-Chloro-4-(4-fluoro-2-methylphenylamino)benzoyl]-/V-methoxy-4 / /V- 
dimethylbenzamide (Compound 103), 
3-[2-Chloro-4-(4-fluoro-2-methylphenylam 
10 2-ylmethyl)benzamide (Compound 104), 

3-[2-Chloro-4-(4-fluoro-2-methylphenylamino)benzoyl]-4,/V~dimethyl»^/- 
(tetrahydrofuran-2-ylmethyl)benzamide (Compound 105), 

3-[2-Chloro-4-(4-fluoro-2-methyI-phenylamino)benzoyl]-yv-(2-methoxyethyl)-4- 

methylbenzamide (Compound 106), 
15 3-[2-Chloro-4-(4-fluoro-2-methylphenylamino)benzoyl]-4-methyl-/V-(3-morpholin-4-y 

propyl)benzamide (Compound 107), 

[2-Chloro-4-(4-fluoro-2-methylphenylamino)phenyl]-{5-[4-(2- 

methoxyethyl)piperazine-l-carbonyi]-2-methylphenyl}-methanone (Compound 108), 
3-[2-Chloro-4-(4-fluoro-2-methylphenylamino)benzoyl]-4-methyl-A/-pyridin-4- 

20 ylmethylbenzamide (Compound 109), 

3-[2-Chloro-4-(4-fluoro-2-methylphenylamino)benzoyl]-4-methyl-/V-pyridin-2- 

ylmethylbenzamide (Compound 110), 

3-[2-Chloro-4-(4-fluoro-2-methyl-phenylamino)-benzoyl]-4-methyl-/V-pyridin-3- 

ylmethyl-benzamide (Compound 111), 
25 3-[4-(2-Aminophenylamino)-2-chlorobenzoyl]-/V-(2-hydroxyethyl)-4-methylbenzamide 

(Compound 112), 

3-[4-(2-Amino-4-bromophenylamino)-2-chlorobenzoyl]-/V-(2-hydroxyethyl)-4- 
methylbenzamide (Compound 113), 

3-[4-.(4-Bromo-2-methylphenylamino)-2-chlorobenzoyl]-/V-(2-hydroxyethyl)-4- 
30 methylbenzamide (Compound 114), 

3-[2-Chloro-4-(2,4-difluorophenylamino)benzoyl]-/V-(2-hydroxyethyl)-4- 
methylbenzamide (Compound 115), 

3-[4-(2-Aminophenylamino)-2-chlorobenzoyl]-/V-(2-methoxyethyI)-4-methylbenzamide 
(Compound 116), 

35 3-[4-(2-Aminophenylamino)-2-chlorobenzoyl]-/V-ethyl-4-methylbenzamide (Compound 
117), 
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3_[4-(2-Aminophenylamino)-2-ch^ 
(Compound 118), 

3-[2-Chloro-4-(4-fluoro-2-methylphenylamino^ 
methylbenzamide (Compound 119), 
3-[2-Chloro-4-(4-chloro-2-fluoro-phenylam 
methyl-benzamide (Compound 120), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-4,/V-dimethyl-benzamide 
(Compound 121), 

(2-{3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-4-methyl-benzoylamino}- 
acetylamino)-acetic acid ethyl ester (Compound 122), 

{3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-4-methyl-benzoylamino}- 
acetic acid ethyl ester (Compound 123), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-A/-(2-methoxy-ethyl)-4- 
methyl-benzamide (Compound 124), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyi]-/V-cyclohexyl-4-methyl- 
benzamide (Compound 125), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-/V-ethyl-4-methyl-benzamide 
(Compound 126), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-A/-(6-hydroxy-hexyl)-4- 
methyl-benzamide (Compound 127), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-A/-isopropyl-4-methyl- 
benzamide (Compound 128), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-W-isobutyl-4-methyl- 
benzamide (Compound 129), 

3-[2-ChIoro-4-(4-chIoro-2-fluoro-phenylamino)-benzoyl]-yV-(2,2-dimethyl-propyl)-4- 
methyl-benzamide (Compound 130), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-/V-(3-methoxy-propyl)-4- 
methyl-benzamide (Compound 131), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-4-methyl-W-[3-(2-oxo- 
pyrrolidin-l-yl)-propyl]-benzamide (Compound 132), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyI]-/V-(2-dimethylamino-ethyl)-4- 
methyl-benzamide (Compound 133), 

2- Methyl-acrylic acid 2-{3-[2-chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-4- 
methyl-benzoylamino}-ethyl ester (Compound 134), 

3- [2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-/V-cis-(4-hydroxy-cyclohexyl)- 

4- methyl-benzamide (Compound 135), 
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3-[2-Chloro-4-(4-chloro-2-fluo^ 
cyclohexyl)-4-methyl-benzamide (Compound 136), 

(2-{3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-4-methyl-ben 
ethyl)-carbamic acid tert-butyl ester (Compound 137), 
5 /v-(2-Amino-ethyl)-3-[2-chloro-4-(4^ 
benzamide (Compound 138), 

(2-{3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-4-methyl-benzoy!amIno}- 
acetylamino)-acetic acid (Compound 139), 
3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoy^ 

10 benzamide (compound 140), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-/V-(2,2-difluoro-ethyl)-4--methoxy- 

benzamide (compound 141), 

3-[2-Chloro-4-(2 # 4-difluoro-phenyIamino)-benzoyl]-/V-(2-fluoro-ethyl)-4-methoxy- 

benzamide (compound 142), 
15 3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-/V-(2,3-dihydroxy-propyl)-4- 

methoxy-benzamide (compound 143), 

/V-Carbamoylmethyl-3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methoxy- 
benzamide (compound 144), 

A/-Carbamoylmethyl-3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl- 

20 benzamide (Compound 145), 

/V-Benzyl-3-[2-chloro-4-(2 / 4-difluoro-phenylamino)-benzoyl]-4-methyl-benzamide 

(compound 146), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-A/-(2-fluoro-ethyl)-4--methyl- 
benzamide (compound 147), 
25 3-[2-Chloro-4-(2,4-difluoro-phenylam^ 
benzamide (compound 148), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-yv-ethyl-4-methyl-benzamide 
(compound 149), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-A/-cyclohexylmethyl-4-methyl- 
30 benzamide (compound 150), 

3-t2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-/V-(2-hydroxy-propyl)-4-methyl- 
benzamide (compound 151), 

3-[2-Chloro-4-(2,4-difiuoro-phenylamino)-benzoyl]-/V-(2,3-dihydroxy-propyl)-4- 

methyl-benzamide (compound 152), 
35 3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-A/-(l-hydroxymethyl-propyl)-4- 
methyl-benzamide (compound 153), 
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3-[2-Chloro-4-(2 / 4-difluoro-phenylamino)-benzoyI]-4-methyl-/V-(2 / 2 / 3 / 3 / 3-^^ 

propyl)-benzamlde (compound 154), 

3- [2-Chloro-4-(2,4-difluoro-phenylamino)-benzoylh^ 
benzamide (compound 155), 

5 3-[2-Chloro-4-(2,4-difluoro-pheny^ 

4- methyl-benzamide (compound 156), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-/V-(2-hydroxy-l-hydroxymethyl-l- 
methyl-ethyl)-4-methyl-benzamide (compound 157), 

<3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-benzoylamino}-acetic 

10 acid ethyl ester (compound 158), 

3-[2-Chloro-4-(2,4-difluoro-phenyte^ 
benzamide (compound 159), 

3- [2-Chloro-4-(2,4-difluoro-phenylam 

4- methyl-benzamide (compound 160), 

15 3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-/V-(3-phenyl-propyl)- 

benzamide (compound 161), 
(R)-3-[2-Chloro-4-(2,4-difluoro-phenyte^ 
butyl)-4-methyl-benzamide (compound 162), 

3-[4-(2,4-Difluoro-phenylamlno)-benzoyl]-/V-(2-fluoro-ethyl)-4-methyl-benzamide 

20 (compound 163), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-/V-isopropyl-4-methyl-benzamide 

(compound 164), 

3-[2-Chloro-4-(2,4-difluoro-phenylamlno)-benzoyl]-/V-cyclohexyl-4-methyl-benzamide 
(compound 165), 
25 3-[2-Chloro-4-(2,4-difluoro-phen^ 
benzamide (compound 166), 

5- {3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-benzoylamino}-4-oxo- 
pentanoic acid methyl ester (compound 167), 

A/-[(2-Carbamoyl-ethylcarbamoyl)-methyl]-3-[2-chloro-4-(2,4-difluoro-phenylamino)- 

30 benzoyl]-4-methyl-benzamide (compound 168), 

(2-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-benzoylamino}- 

acetylamino)-acetic acid ethyl ester (compound 169), 

A/-Allyl-3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyI]-4-methyl-benzamide 
(compound 170), 

35 3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-/V-(2-sulfamoyl-ethyl)- 
benzamide (compound 171), 
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W-(2-Acetylamino-ethyI)-3-^ 
benzamide (compound 172), 

3-[2-Chloro-4-(2 / 6-difluoro-phenylamino)-benzoyl]-/V-(2-hydroxy-ethyl)-4-m 
benzamide (compound 173), 

3-[2-Chloro-4-(2,6-difluoro-phenylamino)-benzoylh^ 
benzamide (compound 174), 

3-[2-Chloro-4-(2,6-difluoro-phenylamino)-benzoyl]-/V-(2,3-dihydroxy-propyl)-4- 

methoxy-benzamide (compound 175), 
3-[2-Chloro-4-(2,6-difluoro-phenyIamino)-b^ 
benzamide (compound 176), 

3-[2-Chloro-4-(2,6-difluoro-phenylamino)-benzoyl]-4-methoxy-A/-phenethyl-benzamide 
(compound 177), 

3- [2-Chloro-4-(2,6-difluoro-phenyta^ 

4- methoxy-benzamide (compound 178), 

3-[2-Chloro-4-(2,6-difluoro-phenylamino)-benzoyl]-4-methoxy-W-(2-morpholin-4-yl- 
ethyl)-benzamide (compound 179), 

3-[2-Chloro-4-(2,6~difluoro-phenylamino)-benzoyl]-/V-(2-hydroxy-l-hydroxymethyl-l- 
methyl-ethyl)-4-methoxy-benzamide (compound 180), 

3-[2-Chloro-4-(2,6-difluoro-phenylamino)-benzoyl]-/V-(2-hydroxy-ethyl)-4-methoxy-/V- 
methyl-benzamide (compound 181), 

{3-[2-Chloro-4-(2,6-difluoro-phenylamino)-benzoyl]-4-methoxy-benzoylamino}-acetic 
acid ethyl ester (compound 182), 

(2-{3-[2-Chloro-4-(2,6-difluoro-phenyiamino)-benzoyl]-4-methoxy-benzoylamino}- 
acetylamino)-acetic acid ethyl ester (compound 183), 

3-[2-Chloro-4-(2,6-difluoro-phenylamino)-benzoyl]-/V,/V-bis-(2-hydroxy-ethyl)-4- 
methoxy-benzamide (compound 184), 

3-[2-Chloro-4-(2,6-difluoro-phenylamino)-benzoyl]-4-methoxy-/V,/V-bis-(2-methoxy- 
ethyl)-benzamide (compound 185), 

3-[2-Chloro-4-(3-fluoro-2-methyl-phenylamino)-benzoyl]-/V-(2-hydroxy-ethyl)-4- 
methyl-benzamide (compound 186), 

3«[2-Chloro-4-(3-fluoro-2-methyl-phenylamino)-benzoyl]-4-methyl-/V-(2,2,2-trifluoro^ 
ethyl)-benzamide (compound 187), 

3-[2-Chloro-4-(2-chloro-4-fluoro-phenylamino)-benzoyl]-/V-(2-hydroxy-ethyl)-4- 
methyl-benzamide (compound 188), 

3-[2-Chloro-4-(2-chloro-4-fluoro-phenylamino)-benzoyl]-4-methyl-A/-(2,2,2-trifluoro- 
ethyl)-benzamide (compound 189), 
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3-[2-Chloro-4-(4-fluoro-pheny^^ 
benzamide (compound 190), 
3-(2-Chloro-4-phenylamino-benzoyl)-/V-(2-hydro^ 
(compound 191), 

5 3-[2-Chloro-4-(3,5-difluoro-phenylamino)-benzoyl]-/V-(2-hydroxy-ethyl)-4-methyl- 
benzamide (compound 192), 

3-[2-Chloro-4-(3-fluoro-phenylamino)-benzoyl]-/V-(2-hydroxy-ethyl)-4-methyl- 
benzamide (compound 193), 

3-[2-Chloro-4-(4-fluoro-phenylamino)-benzoyl]-/V-(2-hydroxy-ethyl)-4-methoxy- 

10 benzamide (compound 194), 

3-(2-Chloro-4-phenylamino-benzoyI)-/V-(2-hydroxy-ethyl)-4-methoxy-benzamide 

(compound 195), 

3-[2-Chloro-4-(4-fluoro-phenylamino)-benzoyl]-A/-(2,2-difluoro-ethyl)-4-methoxy- 

benzamide (compound 196), 
15 3-[2-Chloro-4-(4-fluoro-phenylamino)-benzoyl]-/V-(2-fluoro-ethyl)-4-methoxy- 

benzamide (compound i97), 

3-[2-Chloro-4-(4-fluoro-phenylamlno)-benzoyl]-/V-(2,3-dihydroxy-propyl)-4-methoxy- 
benzamide (compound 198), 

/V-Carbamoylmethyi-3-[2-chloro-4-(4-fluoro-phenylamino)-benzoyl]-4-methoxy- 

20 benzamide (compound 199), 

3-(2-Chloro-4-phenylamino-benzoyl)-A/-(2,2-difluoro-ethyl)-4-methoxy-benzamide 

(compound 200), 

3- (2-Chloro-4-phenylamino-benzoyl)-A/-(2-fluoro-ethyl)-4-methoxy-benzamide 
(compound 201), 

25 3-(2-Chloro-4-phenylamino-benzoyl)-/V-(2,3-dihydroxy-propyl)-4-methoxy-benzamide 
(compound 202), 

A/-Carbamoylmethyl-3-(2-chloro-4-phenylamino-benzoyl)-4-methoxy-benzamide 
(compound 203), 

4- Chloro-3-[2-chloro-4-(2,4-difluoro^ 
30 benzamide (compound 204), 

(2-{3-Chloro-4-[5-(2-hydroxy-ethylcarbamoyl)-2-methyl-benzoyI]-phenylamino}- 

phenyl)-carbamic acid ethyl ester (compound 205), 

3-[2-Chloro-4-(2-propionylamino-phenylamino)-benzoyl]-/V-(2-hydroxy-ethyl)-4- 

methyl-benzamide (compound 206), 
35 3-[4-(2-Acetylamino-phenylamino)-2-chloro-benzoyl]-/V-(2-hydroxy-ethyl)-4-methyl- 

benzamide (compound 207), 
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/V-(2-{3-Chloro-4-[5-(2-hydro^ 
phenyl)-succinamic acid (compound 208), 

3-(2-Chloro-4-{2-[3-(2-hydroxy-ethyl)-ureido]-phenylamino}-benzoyl)-A/-(2-hyd 
ethyl)-4-methyl-benzamide (compound 209), 

[2-Chloro-4-(4-fluoro-2-methyl-phenylamino)-phenyl]-[2-methyI-4-(morpholine-4- 
carbonyl)-phenyl]-methanone (compound 210), 

[4-(2-Amino-phenylamino)-2-chloro-phenyl]K2-methyh4-[2-(tetrahydro-pyran-2- 
yloxy)-ethoxy]-phenyl}-methanone (compound 211), 
[4-(2-Amino-phenylamino)-2-chloro-pheny^ 
methanone (compound 212), 

[4-(2-Amino-4-bromo«phenylamino)-2-chloro-phenyl]-{2-methyl-4-[2-(tetrahydro- 
pyran-2-yloxy)-ethoxy]-pheny (compound 213), 

[4-(2-Amino-4-bromo-phenyIamino)-2-chloro-phenyl]-[4-(2-hydroxy-ethoxy)-2- 
methyl-phenyl]-methanone (compound 214), 

[4-(2-Amino-4-bromo-phenylamino)-2-chloro-phenyl]-{2-methyl-4-[3-(tetrahydro- 

pyran-2-yloxy)-propoxy]-phenyl}-methanone (compound 215), 
[4-(2-Amino-4-bromo-phenylamino)-2-chloro-phenyl]-[4-(3-hydroxy-propoxy)-2- 

methyl-phenyl]-methanone (compound 216), 

[4-(2-Amino-4-bromo-phenylamino)-2-chloro-phenyl]-[4-(2-fluoro-ethoxy)-2-methyl- 
phenyl]-methanone (compound 217), 

[4-(4-Bromo-2-methyhphenylamino)-2-chloro-phenyI]-[4K2-fluoro-ethoxy)-2-methyl- 
phenyl]-methanone (compound 218), 

[4-(2-Amino-4-bromo-phenylamino)-2-chloro-phenyl]-[4-(2-methoxy-ethoxy)-2- 
methyl-phenyl]-methanone (compound 219), 

[4-(4-Bromo-2-methyl-phenylamlno)-2-chloro-phenyl]-{2-methyl-4-[2-(tetrahydro- 
pyran-2-yloxy)-ethoxy]-phenyl}-methanone (compound 220), 
[4-(4-Bromo-2-methyl-phenylamino)-2-chloro-phenyl]-[4-(2«hydroxy-ethoxy)-2- 

methyl-phenyl]-methanone (compound 221), 
[4-(2-Azido-ethoxy)-2-methyl^^ 
phenyl]-methanone (compound 222), 
[4-(2-Amino-ethoxy)-2-methyN^ 
phenyl]-methanone (compound 223), 

[4-(2-Bromo-phenylamino)-2-chloro-pheny!]-{2-methyl-4-[2-(tetrahydro-pyran-2- 
yloxy)-ethoxy]-phenyl}-methanone (compound 224), 

{4-[2-(3-Amino-propenyl)-phenylamino]-2-chloro-phenyI>-{2-methyl-4-[2- 
(tetrahydro-pyran-2-yloxy)-ethoxy]-phenyl}-methanone (compound 225), 
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{4-[2-(3-Amino-propenyl)-pheny^ 
methyl-phenyl]-methanone (compound 226), 

l-(2-{3-Chloro-4-[4-(2-hydroxy-ethoxy)-2-methyl-benzoyl]-phenylamino}-phenyl)-3- 

ethyl-urea (compound 227), 
5 l-[5-Bromo-2-(3-chloro-4-{2-methyl-4-[2-(tetrahydro-pyran-2-yloxy)-ethoxy]- 
benzoyl}-phenylamino)-phenyl]-3-ethyl-urea (compound 228), 

l-(5-Bromo-2-{3-chloro-4-[4«(2-hydroxy-ethoxy)-2-methyl-benzoyl]-phenylamino}- 
phenyl)-3-ethyl-urea (compound 229), 

l-[5-Bromo-2-(3-chloro-4-{2-methyl-4-[2-(tetrahydro-pyran-2-yloxy)-ethoxy]- 
10 benzoyl}-phenylamino)-phenyl]-3-cyclohexyl-urea (compound 230), 

l-[5-Bromo-2-(3-chloro-4-{2-methyl-4-[2-(tetrahydro-pyran-2-yloxy)-ethoxy]- 
benzoyl}-phenylamino)-phenyl]-3-(2-hydroxy-ethyl)-urea (compound 231), 
l-(5-Bromo-2-{3-chloro-4-[4-(2-hydroxy-ethoxy)-2-methyi-benzoyl]-phenylamino}- 

phenyl)-3-(2-hydroxy-ethyl)-urea (compound 232), 
15 yv-[5-Bromo-2-(3-chloro-4-{2-methyl-4-[2-(tetrahydro-pyran-2-yloxy)-ethoxy]- 
benzoyl}-pheny!amino)-phenyl]-succinamic acid (compound 233), 
(4-Allyloxy-2-methyl-phenyl)-[4-(2-amino-4-bromo-phenylamino)-2-chloro-phenyl]- 

methanone (compound 234), 

/V-{2-[4-(4-Allyloxy-2-methyl-benzoyl)-3-chloro-phenylamino]-5-bromo-phenyl}- 

20 acetamide (compound 235), 

l-{2-[4-(4-Allyloxy-2-methyhbenzoyl)-3-chloro-phenylamino]-5-bromo-phenyl}-3- 

ethyl-urea (compound 236), 

{2-[4-(4-Allyloxy-2-methyl-benzoyl)-3-chloro-phenylamino]-5-bromo-phenyl}- 

carbamic acid ethyl ester (compound 237), 
25 /V-{2-[4-(4-Allyloxy-2-methyl-benzoyl)-3-chloro-phenylamino]-5-bromo-phenyl}-2,2,2- 

trifluoro-acetamide (compound 238), 

/V-{2-[4-(4-Allyloxy-2-methyl-benzoyl)-3-chloro-phenylamino]-5-bromo-phenyl>- 
succinamic acid (compound 239), 

{2-[4-(4-Allyloxy-2-methyl-benzoyl)-3-chloro-phenylamino]-5-bromo-phenyl}- 

30 carbamic acid cyclopentyl ester (compound 240), 

/V-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl>-3-methoxy- 

propionamide (compound 241), 

A/-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-propionamide 
(compound 242), 

35 /V-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyI>-2-(2- 
methoxy-ethoxy)-acetamide (compound 243), 
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/V-{3-[2-ChIoro-4-(2,4-dlfl 
4-yl-propionamide (compound 244), 
/V-{3-[2-Chloro-4-(2,4-difluoro-pte^ 
propionamide (compound 245), 
/V-{3-[2-Chloro-4K2,4-difluoro-phenylam 
propionamide (compound 246), 
yV-{3-[2-Chloro-4-(2,4-difluoro-phenyta^ 
benzamide (compound 247), 

/V-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-2-(2,5-dioxo- 
imidazolidln-4-yl)-acetamide (compound 248), 

2,6-Dioxo-hexahydro-pyrimidine-4-carboxylic acid {3-[2-chloro-4-(2,4-difluoro- 
phenylamino)-benzoyl]-4-methyl-phenyl}-amide (compound 249), 
Acrylic acid 2-{3-[2-chloro-4-(2,4-difluoro-phenyiamino)-benzoyl]-4-methyl- 
phenylcarbamoyl}-ethyl ester (compound 250), 

/V-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-3- 
methylsulfanyl-propionamide (compound 251), 

/V-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-3- 
methanesulfonyl-propionamide (compound 252), 

Ethanesulfonic acid {3-[2-chloro-4-(2,4-difiuoro-phenylamino)-benzoyl]-4-methyl- 
phenyl}-amide (compound 253), 

yV-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl>-4-methoxy- 
benzenesulfonamide (compound 254), 

yV-(5-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenylsulfamoyl}- 

4- methyl-thiazol-2-yl)-acetamide (compound 255), 

5- Acetyl-2-chloro-/V-{3-[2-chloro^^ 
phenyl}-benzenesulfonamide (compound 256), 

Naphthalene-2-sulfonic acid {3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4- 
methyl-phenyl}-amide (compound 257), 

yV--(3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-C-phenyl- 
methanesulfonamide (compound 258), 

2-Methyl-acrylic acid 2-(3-{3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4- 
methyl-phenyl}-ureido)-ethyl ester (compound 259), 

l-{3-[2-Chloro-4-(2,4-difiuoro-phenylamino)-benzoyl]-4-methyl-phenyl}-3-(2- 
hydroxy-ethyl)-urea (compound 260), 

(3-{3-[2-Chloro-4-(2,4-difluoro-pheny!amino)-benzoyl]-4-methyl-phenyl>-ureido)- 
acetlc acid ethyl ester (compound 261), 
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!-{3_[2-Chloro-4-(2,4-difluoro^ 
methoxy-phenyl)-urea (compound 262), 

l-{3-[2-Chloro-4-(2 f 4«difluoro-pheny!amlno)-benzoyl]-4-methyl-phenyl}-3-(3- 

trifluoromethyl-phenyl)-urea (compound 263), 
l-{3-[2-Chloro-4-(2,4-difluoro-phenylami^^ 
(compound 264), 

3-(3-{3-[2-Chloro-4-(2,4-difluoro»phenylamino)-benzoyl]-4-methyl-phenyl}-ureido)- 

propionic acid ethyl ester (compound 265), 
l-{3-[2-Chloro-4-(2,4-difluoro-phen 
urea (compound 266), 
l-Allyl-3-{3-[2-chloro-4-(2,4-difluoro-ph 
(compound 267), 

l-Benzyl-3-{3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-urea 
(compound 268), 

lK3-[2-Chloro-4-(2,4-difluoro-phe^ 
(compound 269), 

l-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-3-phenyl- 
urea (compound 270), 

l-Butyl-3-{3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl>-urea 
(compound 271), 

1- {3-[2-Chloro-4-(2,4-difluoro-phenyte 
urea (compound 272), 

2- (3-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-ureido)- 
benzoic acid methyl ester (compound 273), 

l.{3«[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-3-(3-cyano- 
phenyl)-urea (compound 274), 

l-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-3-isopropyl- 
urea (compound 275), 

l-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-3-(4- 
methoxy-phenyl)-urea (compound 276), 

{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-carbamic acid 
benzyl ester (compound 277), 

{3"[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-carbamic acid 
allyl ester (compound 278), 

{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-carbamic acid 
ethyl ester (compound 279), 
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[2-Chloro-4-(2,4-difluoro-phenylamino)-phen^ 
phenyl]-methanone (compound 281), 

[2-Chloro-4-(2 / 4-difluoro-phenylamino)-phenyl]-(3 , -hydroxymethyl-4-m 
3-yl)-methanone (compound 282), 
5 [2-Chloro-4-(2,4-difluoro~phen^ 
methanone (compound 283), 
[2-Ch!oro-4-(2,4-difluoro-phenylam 
methanone (compound 284), 

/V-{3 , -t2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4 , -methyl-biphenyl-3-yl}- 
10 acetamide (compound 285), 

[2-Chloro-4-(2,4-dif1uoro-phenylamto^ 

biphenyl-3-yl)-methanone (compound 286), 

[2-Chloro-4-(2,4-difluoro-phenylamin^ 

yl)-methanone (compound 288), 
15 [2-Chloro-4-(2,4-difluoro-phenyte^ 

yl)-methanone (289), 

3H2-Chloro-4-(2,4-difluoro-phenylamino)-b^ 
(compound 290), 

3-[2-Chloro-4-(2,4-difluoro-phenylam 
20 benzenesulfonamide (compound 291), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyhyV-(2-morpholin-4-yl- 

ethyl)-benzenesu!fonamide (compound 292), 

/V-Allyl-3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl- 
benzenesulfonamide (compound 293), 
25 /V-(2-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyi]-4-methyl- 
benzenesulfonylamino}-ethyl)-acetamide (compound 294), 
3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-/V-propyl- 
benzenesulfonamide (compound 295), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-A/-(2,3-dihydroxy-propyl)-4- 

30 methyl-benzenesulfonamide (compound 296), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-/V-(2-methoxy-ethyl)-4-methyl- 

benzenesulfonamide (compound 297), 

[4-(4-Fluoro-2-methyl-phenylamino)-2-nitro-phenyl]-[5-(4-methoxy-benzy!oxy)-2- 
methyl-phenyl]-methanone (compound 298), 
35 [4-(4-Fluoro-2-methyl-phenylamino)-2-nitro-phenyl]-[5-(3-hydroxy-propoxy)-2- 
methyl-phenyl]-methanone (compound 299), 
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[2-Amino-4-(4-fluoro-2-methyl-phenylam 
methyl-phenyl]-methanone (compound 300), 
[5-(2,2-DimethyHl,3]dioxolan-4-ylmetho^ 
phenylamino)-2-nitro-phenyl]-methanone (compound 301), 
5 [5-(2,3-Dihydroxy-propoxy)-2-methyl-pheny!]-[4-(4-fluoro-2-methyl-phenylamin 

nitro-phenyl]-methanone (compound 302), 

[2-Amlno-4-(4-fIuoro-2-methyl-phenylamino)-phenyl]-[5-(2,3-dihydroxy-propoxy)-2- 
methyl-phenyI]-methanone (303), 
[4-(4-Fluoro-2-methyl-phenyte 
10 ethoxy)-phenyl]-methanone (304), 

[2-Amino-4-(4-fluoro-2-methyl-ph^ 
ethoxy)-phenyl]-methanone (compound 305), 

[4-(2,4-Difluoro-phenylamino)-2-nitro-phenyl]-[5-(4-methoxy-benzyloxy)-2-methyl- 

phenyl]-methanone (Compound 306), 
15 [4-(2,4-DIfluoro-phenylamino)-2-nitro-phenyl]-[5-(3-hydroxy-propoxy)-2-methyl- 

phehyl]-methanone (Compound 307), 

[2-Amino-4-(2,4-difluoro-phenylamino)-phenyl]-[5-(3-hydroxy-propoxy)-2-methyl- 
phenyl]-methanone (compound 308), 
[4-(2,4-Difluoro-phenylamino)-2-nitro-p^ 
20 phenyl]-methanone (compound 309), 

[2-Amino-4-(2,4-difluoro-phenylamino)-phenyI]-[2-methyl-5-(2-morpholin-4-yl- 

ethoxy)-phenyl]-methanone (compound 310), 

[4-(2,4-Difluoro-phenylamino)-2-nitro-phenyl]-[5-(2,2-dlmethyl-[l,3]dioxolan-4- 
ylmethoxy)-2-methyl-phenyl]-methanone (compound 311), 
25 [4-(2,4-Difluoro-phenylamino)-2-nitro-phenyl]-[5-(2,3-dihydroxy-propoxy)-2-methyl- 
phenyl]-methanone (compound 312), 

[2-Amino-4-(2,4-difluoro-phenylamino)-phenyl]-[5-(2,3-dihydroxy-propoxy)~2-methyl- 
phenyl]-methanone (compound 313), 

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-[2-fluoro-5-(3-hydroxy-propoxy)- 

30 phenyl]-methanone (compound 314), 

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-t5-(2,2-dimethyl-[l,3]dioxoIan-4- 

ylmethoxy)-2-fluoro-phenyl]-methanone (compound 315), 

[2-Chloro-4^2,4-difluoro-phenylamino)-phenyl]-[5-(2,3-dihydroxy-propoxy)-2-fluoro^ 

phenyl]-methanone (Compound 316), 
35 2-{3-[2-Chloro-4-(4-chloro-2-methyl-phenylamino)-benzoyl]-4-fluoro-phenoxy}-/V- 

methyl-acetamide (compound 317), 
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[2-Chloro-4-(4-chloro-2-methyl-pheny^ 
propoxy)-phenyl]-methanone (compound 318), 
2-{3-[2-Chloro-4-(4-chloro-2-methyW^ 
dimethyl-acetamide (compound 319), 
5 [2-Chloro-4-(4-chloro-2-methyl-phe^ 

4-ylmethoxy)-2-fluoro-phenyl]-methanone (compound 320), 

[2-Chloro-4-(4-chloro-2-methyhphenylamino)-phenyl]-[5-(2,3-dihydroxy-propoxy)-2- 
fluoro-phenyl]-methanone (compound 321), 

[2-Chloro-4-(4-fluoro-2-methyl-phenylamino)-phenyl]-[2-fluoro-5-(3-hydroxy- 
10 propoxy)-phenyl]-methanone (compound 322), 

[2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-[2-fluoro-5-(3-hydroxy-propoxy)-phenyl]^ 
methanone (compound 323), 

[2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-[5-(2,2-dimethyl-[l,3]dioxolan-4- 
ylmethoxy)-2-fluoro-phenyl]-methanone (compound 324), 
15 [2-Chloro-4-(2-chloro-4-fluoro-phenylamino)-phenyl]-[2-fluoro-5-(3-hydroxy-propoxy)- 
phenyl]-methanbne (compound 325), 

[4-(2-Amino-phenylamino)-2-chloro-phenyl]-[5-(2,3-dihydroxy-propoxy)-2-fluoro- 
phenyl]-methanone (compound 326), 

[4-(2-Amino-phenylamino)-2-chloro-phenyl]-[2-fluoro-5-(2-morpholin-4-yl-ethoxy)- 
20 phenyl]-methanone (compound 327), 

[2-Chloro-4-(2,6-difIuoro-phenylamino)-phenyl]-[2-chloro-5-(2-morpholin-4-yl- 
ethoxy)-phenyl]-methanone (compound 328), 

(±)-[2-Chloro-4-(2,6-difluoro-phenylamino)-phenyl]-[2-chloro--5-(2,3-dlhydroxy- 
propoxy)-phenyl]-methanone (compound 329), 
25 [5-(3-Bromo-propoxy)-2-chloro-phenyl]-[2-chIoro~4-(2,6-difluoro-phenylamino)- 
phenyl]-methanone (compound 330), 

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-(5-hydroxymethyl-2-methyl-phenyI)- 
methanone (compound 331), 

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-(5-chloromethyl-2-methyl-phenyl)- 
30 methanone (compound 332), 

(5-Azidomethyl-2-methyl-phenyl)-[2-chloro-4-(2,4-difluoro-phenylamino)-phenyl]- 

methanone (compound 333), 

(5-Aminomethyl-2-methyl-phenyl)-[2-chloro-4-(2,4-difluoro-phenylamino)-phenyl]- 

methanone (compound 334), 
35 [2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-(5-hydroxymethyl-2-methoxy-phenyl)- 

methanone (compound 335), 
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Acetic acid 3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methoxy-benzyl ester 
(compound 336), 

yV-tert-Butoxy-3-[2-chloro-4-(2 / 4-difluoro-phenylamino)-benzoyl]-4-methoxy- 
benzamide (compound 337), 

3-[2-Chloro-4-(2 / 4-difluoro-phenylamino)-benzoyl]-/V-methoxy-4-methyl-benzamide 
(compound 338), 

N-Butoxy-3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-benzamide 
(compound 339), 

3-[2-Chloro-4-(2,4-difluoro-phenylamin^ 
benzamide (compound 340), 
3-[2-Chloro-4^2,4-difluoro-phenylamino)-b^ 
ylmethoxy)-benzamide (compound 341), 

N-benzyloxy-3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-benzamide 
(compound 342), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyi]-/V-(4-methoxy-benzyloxy)-4- 
methyl-benzamide (compound 343), 

3-[2-Chloro-4-(2,4-difluoro-phenyIamino)-benzoyl]-4-methyl-benzoic acid N',N'- 
dimethyl-hydrazide (compound 344), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-A(-morpholin-4-yl- 
benzamide (compound 345), 

3- [2-Chloro-4-(2,4-difIuoro-phenylamino)-benzoyl]-/V-hydroxy-4-methyl-benzamide 
(compound 346), 

4~[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-/V-(2-hydroxy-ethyl)-3-methyl- 
benzamide (compound 347), 

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-[5-(3-hydroxy-propenyl)-2-methyI- 
phenyl]-methanone (compound 348), 

4- {3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-benzoylamino}- 
thiophene-3-carboxyiic acid methyl ester (compound 349), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-/V-furan-2-ylmethyl-4-methyl- 
benzamide (compound 350), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-/V-(3-methoxy-phenyl)-4-methyi- 
benzamide (compound 351), 

2- {3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-benzoylamino}- 
benzoic acid methyl ester (compound 352), 

3- {3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-benzoylamino}- 
thiophene-2-carboxylic acid methyl ester (compound 353), 
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4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)^ 
thiophene-3-carboxylic acid (compound 354), 

2- {3-[2-Chloro-4-(2 / 4-difluoro-phenylamino)-benzoyl]-4-methyl-benzoylam1no}- 

benzoic acid (compound 355), 
5 3-[2-Chloro-4^2,4-difluoro-phenylamino)-benzoyl^ 
phenyl]-4-methyl-benzamide (compound 356), 

3- {3-[2-Chloro-4-(2 / 4-difluoro-phenylamino)-benzoyl]-4-methyl-benzoylamino}- 
thiophene-2-carboxylic acid (2-hydroxy-ethyl)-amide (compound 357), 
[2-Chloro-4-(4-fluoro-2-methyl-phenylam 

10 phenyl]-methanone (compound 358), 
[4-(2-Amino-phenylamlno)-2-chloro^ 
(compound 359), 

[4K2-Amino-phenylamino)-2-chloro-phenyl]-(2-methyl-5-{l-[2-(tetrahydro-py 
yloxy)-ethyl]-lH-[l,2,3]triazol-4-yl}-phenyl)-methanone (compound 360), 
15 [4-(2-Amino-phenylamino)-2-chloro-phenyl]-{5-[l-(2-hydroxy-ethyl)-lH- 
[l,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone (compound 361), 
[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-(5-ethynyl-2-methyl-phenyl)- 

methanone (compound 362), 

3-[2-Chloro-4-(4-fluoro-phenylamino)-benzoyl]-4-methyl-benzoic acid hydrazide 

20 (compound 363), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-benzoic acid hydrazide 

(compound 364), 

l-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-benzoyl}-4-ethyl-3- 

thio semicarbazide (compound 365), 
25 [2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-[5-(5-ethylamino-[l,3,4]thiadiazol-2- 

yl)-2-methyl-phenyl]-methanone (compound 366), 

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-[2-methyl-5-(lH-tetrazoh5-yl)- 
phenyl]-methanone (compound 367), 

3-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-3-oxo- 

30 propionic acid ethyl ester (compound 368), 

[2-Chloro-4-(2,4-difluoro-phenyiamino)-phenyl]-[5-(4,5-dihydro-oxazol-2-yl)-2- 

methyl-phenyl]-methanone (compound 369), 

3-{2-Chloro-4-[2-(3-ethyl-ureido)-phenyiamino]-benzoyl}-/V-(2-hydroxy-ethyl)-4- 

methyl-benzamide (compound 370), 
35 3-[2-Chloro-4-(2-nitrophenylamino)benzoyl]-/V-(2-hydroxyethyl)-4-methylbenzamide 

(Compound 417), 
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3-[4-(4-Bromo-2-nitrophenylamino)-2-chlorobenzoyl]-/V-(2-hydroxyethyl)-4- 
methylbenzamide (Compound 420), 

3-[4-(4-Bromo-2-methylphenylamino)-2-chlorobenzoyl]-4-methylbenzoic acid 
(Compound 422), 

3-[2-Chloro-4-(2,4-difluorophenylamino)benzoyl]-4-methylbenzoic acid (Compound 
424), 

2- Methylacrylic acid 2-(3-[2-chloro-4-(2,4-difluorophenylamino)benzoyl]-4- 
methylbenzoylamino}ethyl ester (Compound 425), 

3- [2-Chloro-4-(2-nitrophenylamino)benzoyl]-/V-(2-methoxyethyl)-4-methylbenzamide 
(Compound 426), 

3-[2-Chloro-4-(4-chloro-2-fluoro-phenylamino)-benzoyl]-4-methyi-benzoic acid 
(Compound 432), 

3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methoxy-benzoic acid (compound 
437), 

3-[2-Chloro-4-(2,6-difluoro-phenylamino)-benzoyl]-4-methoxy-benzoic acid (compound 
443), 

3-[2-Chloro-4-(3-fluoro-2-methyl-phenylamino)-benzoyl]-4-methyl-benzoic acid 
(Compound 446), 

3-[2-Chloro-4-(2-chloro-4-fiuoro-phenylamino)-benzoyl]-4-methyl-benzoic acid 
(Compound 449), 

3-[2-Chloro-4-(4-nuoro-phenylamino)-benzoyl]-4-methoxy-benzoic acid (Compound 
457), 

3-(2-Chloro-4-phenylamino-benzoyl)-4-methoxy-benzoic acid (Compound 459), 
[2-Chloro-4-(2-nitro-phenylamino)-phenyl]-<2-methyl-4-[2-(tetrahydro-pyran-2- 

yloxy)-ethoxy]-phenyl}-methanone (Compound 472), 

[4-(4-Bromo-2-nitro-phenylamino)-2-chloro-phenyl]--C2-methyl-4-[2-(tetrahydro- 
pyran-2-yloxy)-ethoxy]-pheny (Compound 473), 

[4-(4-Bromo-2-nitro-phenylamino)-2-chloro-phenyl]-{2-methyl-4-[3-(tetrahydro- 

pyran-2-yloxy)-propoxy]-phenyl}-methanone (Compound 477), 
[4-(4-Bromo-2-nitro-phenylamino)-2-chloro-phenyi]-[4-(2-fluoro-ethoxy)-2-methyl- 

phenyl]-methanone (Compound 481), 

[4-(4-Bromo-2-nitro-phenylamino)-2-chloro-phenyl3-[4-(2-methoxy-ethoxy)-2-methyl- 
phenyl]-methanone (Compound 485), 

[2-Chloro-4-(2-nitro-phenylamino)-phenyl]-[2-fluoro-5-(2-morpholin-4-yl-ethoxy)- 
phenyl]-methanone (compound 518), 



WO 2005/009940 



33 



PCT/DK2004/000490 



[2-Chloro-4-(2-nitro-pheny!amino)-phenyl]-[5-(2 / 2-dimethyl-[l / 3]dioxolan-4- 

ylmethoxy)-2-fluoro-phenyl]-methanone (compound 519), and 
[2-Chloro-4-(2-nitro-phenylamino)-phenyl]-[5-(2 / 3-dihydroxy-propoxy)-2-fluoro- 

phenyl]-methanone (compound 520). 

In addition to the definition of R4 indicated above, it is envisaged that R4 may include 
substituents included in the definition of Re in WO 03/018535, the content of which is 
hereby incorporated by reference in its entirety. 

It is further envisaged that the compounds of formula I may be /V- substituted at the 
amino group between rings B and C of the core structure, using substituents 
substantially as disclosed in US Provisional Application No. 60/434,798, the content of 
which is hereby incorporated by reference in its entirety. 

Methods of preparation 

The compounds of the present invention may be prepared in a number of ways well 
known to those skilled in the art of organic synthesis. The compounds of the present 
invention can be synthesised using the methods outlined below, together with methods 
known in the art of synthetic organic chemistry, or variations thereof as appreciated by 
those skilled in the art. Preferred methods include, but are not limited to, those 
described below. 

The compounds of formula I may be prepared using the reactions and techniques 
described in this section. The reactions are performed in solvents that are appropriate 
with respect to the reagents and materials employed and that are suitable for the 
transformations being effected. Also, in the synthetic methods described below, it is to 
be understood that all proposed reaction conditions, including choice of solvent, 
reaction atmosphere, reaction temperature, duration of experiment and work-up 
procedures, are chosen to be conditions of standard for that reaction, which should be 
readily recognised by one skilled in the art. It is understood by one skilled in the art of 
organic synthesis, that the functionality present on various positions of the molecules 
used as the starting compounds or intermediates in the syntheses, must be compatible 
with the reagents and reactions proposed. Not all compounds of formula I falling into a 
given class may be compatible with some of the reaction conditions required in some of 
the methods described. Such restrictions of substituents or functional groups which are 
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compatible with the reaction conditions will be readily apparent to one skilled in the art 
and alternative methods can be used. 

Compounds according to the present invention may be prepared by a process 
5 comprising coupling of an amine of formula III with a triflate or halide, such as a 
bromide, iodide, fluoride, chloride, of formula II, as shown in Scheme 1; or 
alternatively by a process comprising coupling of an amine of formula Ha with a triflate 
or halide, such as a bromide or iodide, of formula Ilia, as shown in Scheme 1; where 
R l/ R 2' R 3' R 4' R 5' and R 6 are as defined above; except that any substituents or 
10 functional groups which are potentially reactive in the coupling reaction may be 

protected before the coupling reaction is performed, and the protective groups removed 
subsequently. 




L: Br, I, OS0 2 CF 3 , or F and CI (in special cases e.g. when R' 4 is EWG like N0 2 ) 

W: Br, I, or OS0 2 CF 3 

FGI: Functional group interconversion 

R'l R, 2 > R, 3> R, 4> R 5. and R 6 stands for R 1' R * R 4. R 5> and ^ respectively or any 
suitable FG (functional group) which may be transformed to R 1f R 2 , R 3 , R 4 , R 5 , and 



15 

Scheme 1 
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The coupling reaction is carried out by using a method for the formation of 
diphenylamines well known to one skilled in the art of organic synthesis. The preferred 
method is the palladium catalysed amination method which comprises coupling of an 
amine with an arylhalogenide (or aryltriflate) in the presence of a base, a suitable Pd 
source, and a suitable phosphine ligand in an inert solvent. 

Different palladium compounds may be used In the process, non-limiting examples of 
which are palladium(II) acetate, palladium(II) chloride, palladium(II) bromide, 
dichlorobis(triphenylphosphine)palladium(II), tetrakis(triphenylphosphine)palladium(0), 
tris(dibenzylideneacetone)dipalladium(0). The preferred phosphine ligands include, but 
are not limited to, racemic or non-racemic 2,2'-bis(diphenylphosphino)-l,l'-binaphthyl 
(hereinafter refered to as BINAP), tri-o-tolylphosphine, tri-te/t-butylphosphine, 1,1'- 
bis(diphenylphosphino)-ferrocene, bis[(2-diphenylphosphino)phenyl]ether (DPEphos), 
2-dicyclohexylphosphanyl-2'-dimethylaminobiphenyl, 2-(di-tert- 
butylphosphino)biphenyl and 9,9-dimethyl-4,6-bis(diphenylphosphino)xanthene 
(Xantphos). The amount of palladium and ligand used in this catalytic process may be 
typically in the range 0.1 to 10 % by mole relative to the amount of the aromatic halide 
(or triflate) used. Especially sodium-tert-butoxide (NaOt-Bu) and caesium carbonate 
(Cs 2 C0 3 ) have proven to be the preferred bases in this process, but other bases may 
be used as well. The reaction is typically performed at elevated temperatures (80-120 
°C) in inert solvents such as 1,4-dioxane, toluene, benzene, and tetrahydrofuran under 
an inert atmosphere, e.g. argon or nitrogen. 

When R' 4 is an electron withdrawing group (EWG) such as nitro or cyano the above 
coupling may also be performed non-catalytically in the presence of strong bases like 
potassium- or sodium-tert-butoxide. The reaction is typically performed at room 

temperature or higher (20-200 °C) in aprotic solvents like dimethylsulfoxide (DMSO), 
/V,/V-dimethylformamide (DMF) or /V-methylpyrrolidinone (NMP) under an inert 
atmosphere, e.g. argon or nitrogen. 

Compounds according to the present invention of the general formula III may be 
prepared by several methods known to those skilled in the art of organic synthesis. One 
useful sequence is shown in Scheme 2. The key step comprises the coupling of a halide, 
preferably an iodide or bromide of general formula VI with an acid chloride of general 
formula V to afford a benzophenone of general formula IV. The benzophenone IV may 
then be reduced to the corresponding amine of general formula III by treatment with 
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standard reducing agents. Examples of such reducing agents include, but are not 
limited to, stannous chloride dihydrate, hydrogen, ammonium formiate or hydrazine 
hydrate and a catalytic amount of palladium on carbon. The coupling reaction may be 
achieved by transforming the halide (VI) into a reactive organometallic intermediate, 
5 such as by treatment with /so-propyl magnesium chloride to afford the corresponding 
magnesium derivative, or by treatment with n-butyllithium to afford the corresponding 
lithium derivative. 




VI V 



Coupling 




Hal: I or Br 

FGI: Functional group interconversion 

RV R' 2 , R' s , and R' 6 stands for R v R* Rg, and Rq respectively or any 
suitable FG (functional group) which may be transformed to R 1( R2, R5. and Rq 

10 

Scheme 2 

The reactivity of this organometallic intermediate is then modulated by transmetalation 
15 to e.g. zinc, by treatment with ZnCI 2 , ZnBr 2 , or Znl 2 . This organozinc compound is 

then coupled with the acid halide, such as an acid chloride of general formula V, in the 
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presence or mediated by a catalytic amount of a palladium(O) complex. Examples of 
such palladium catalysts Include but are not limited to 

tetrakis(triphenylphosphine)palladium(0), tetrakis(triphenylarsine)pailadium(0) / 
dlchlorobis(triphenylphosphine)palladium(II) / or 
5 benzylchlorobis(triphenylphosphine)palladium(II). Alternatively, the organozinc 

compound is coupled with the acid halide, such as the acid chloride, of general formula 
V, In the presence or mediated by an equimolar or substoichiometric or catalytic 
amount (with regard to V), such as 0.1- 99 mol%, e.g. 0.5- 10 mol%, e.g. 1-5 mol%, 
e.g. 2-3 mol% of copper (I) or (II) salts, such as copper(II)acetate or the soluble 
10 complex CuCN-2LICI or CuCN-2LIBr. The coupling reaction is typically performed at 
room temperature in inert solvents such as 1,4-dioxane, toluene, benzene, and 
tetrahydrofuran under an inert atmosphere, e.g. argon or nitrogen. 

Compounds accordingly to the present invention of general formula Ilia may be 
15 prepared by analogous zinc mediated cross-coupling procedures as shown in Scheme 3. 




Hal: I or Br 

FGI: Functional group interconversion 

R\, R' 2 . R' 5 . and R' 6 stands for R 1f R 2> Rg, and Rg respectively or any 
suitable FG (functional group) which may be transformed to R v R 2 , R 5 , and Re 



Scheme 3 

20 

Compounds according to the present invention may in special cases be prepared by a 
simple functional group Interconversion (FGI), meaning a standard process, known to 
those skilled in the art of organic synthesis, where a functional group in compounds 
with the general formula I or I' is transformed into a different functional group in one or 
25 more synthetic steps, leading to a new compound with the general formula L Examples 
of such processes include, but are not limited to, hydrolysis of an ester to give an acid 
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under basic conditions, deprotection of a methylether to give a phenol by treatment 
with e.g. borontribromide (BB^), and catalytic hydrogenation of an olefin to give a 
saturated hydrocarbon. Non limiting examples of such transformations are described in 
"Comprehensive Organic Transformations", by R. C. Larock, VCH 1989, which is hereby 
5 incorporated as reference and in general procedures. Especially, the use of general 

protective groups in one or more synthetic steps may be convenient in the synthesis of 
compounds with the general formula I. Examples of such general protective groups 
include, but are not limited to, methyl, ethyl, tert-butyl or benzyl esters as protective 
groups of an hydroxy group; tetrahydropyranyl- or silyl-ethers as protective groups of 
10 an hydroxy group. 

As shown in Scheme 2 and 3 each intermediate compound may be transformed by an 
FGI process as described above to give new compounds with the same general formula 
(e.g. an hydroxy group may be protected as an te/t-butyl-dimethyl-silyl ether). This is 

15 only to illustrate the flexibility in the synthesis, and in general the described sequence 
of processes is only one of many possible strategies for the synthesis of compounds of 
the present invention. That is, it may be more advantageous in some cases to alter the 
sequence of the processes described above. The described sequence of processes is not 
considered as being limiting the preparation of compounds of the present invention of 

20 general formula I, and alteration of the reaction sequence may be an obvious 

alternative for those skilled in the art of organic synthesis. This aspect of the invention 
may especially be advantageous in the synthesis of compounds with different 
substituents in the R4, R 5/ and R fi groups. Readily available intermediates may serve as 
starting point for the synthesis of various series of compounds covered by the general 

25 formula I. 

Pharmaceutical compositions 

In another aspect, the invention relates to a pharmaceutical composition comprising, as 
30 an active component, a compound of formula I together with a pharmaceutical^ 

acceptable excipient, carrier or vehicle. Furthermore, the invention relates to the use of 
a compound of formula I for the preparation of a medicament for the prevention, 
treatment or amelioration of inflammatory diseases or conditions. 

35 Pharmaceutical compositions of the invention may be in unit dosage form such as 
tablets, pills, capsules, powders, granules, elixirs, syrups, emulsions, ampoules, 
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suppositories or parenteral solutions or suspensions; for oral, parenteral, opthalmic, 
transdermal, intra-articular, topical, pulmonal, nasal, buccal or rectal administration or 
in any other manner appropriate for the formulation of anti-inflammatory compounds 
and in accordance with accepted practices such as those disclosed in Remington: The 
5 Science and Practice of Pharmacy. 19 th Ed., Mack Publishing Company, 1995. In the 
composition of the invention, the active component may be present in an amount of 
from about 0.01 to about 99%, such as 0.1% to about 10 % by weight of the 
composition. 

10 For oral administration in the form of a tablet or capsule, a compound of formula I may 
suitably be combined with an oral, non-toxic, pharmaceutical^ acceptable carrier such 
as ethanol, glycerol, water or the like. Furthermore, suitable binders, lubricants, 
disintegrating agents, flavouring agents and colourants may be added to the mixture, 
as appropriate. Suitable binders include, e.g., lactose, glucose, starch, gelatin, acacia 

15 gum, tragacanth gum, sodium alginate, carboxymethylcellulose, polyethylene glycol, 
waxes or the like. Lubricants include, e.g., sodium oleate, sodium stearate, magnesium 
stearate, sodium benzoate, sodium acetate, sodium chloride or the like. Disintegrating 
agents include, e.g., starch, methyl cellulose, agar, bentonite, xanthan gum or the like. 
Additional excipients for capsules include macrogols or lipids. 

20 

For the preparation of solid compositions such as tablets, the active compound of 
formula I is mixed with one or more excipients, such as the ones described above, and 
other pharmaceutical diluents such as water to make a solid preformulation 
composition containing a homogenous mixture of a compound of formula I. The term 

25 "homogenous" Is understood to mean that the compound of formula I is dispersed 

evenly throughout the composition so that the composition may readily be subdivided 
into equally effective unit dosage forms such as tablets or capsules. The preformulation 
composition may then be subdivided into unit dosage forms containing from about 0.05 
to about 1000 mg, in particular from about 0.1 to about 500 mg, of the active 

30 compound of the invention. 

Liquid formulations for either oral or parenteral administration of the compound of the 
invention include, e.g., aqueous solutions, syrups, aqueous or oil suspensions and 
emulsion with edible oils such as cottonseed oil, sesame oil, coconut oil or peanut oil. 
35 Suitable dispersing or suspending agents for aqueous suspensions include synthetic or 
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natural gums such as tragacanth, alginate, acacia, dextran, sodium 
carboxymethylcellulose, gelatin, methylcellulose or polyvinylpyrolidone. 

For parenteral administration, e.g. Intramuscular, intraperitoneal, subcutaneous or 
intravenous injection or Infusion, the pharmaceutical composition preferably comprises 
a compound of formula I dissolved or solubilised in an appropriate, pharmaceutical^ 
acceptable solvent. For parenteral administration, the composition of the invention may 
include a sterile aqueous or non-aqueous solvent, in particular water, isotonic saline, 
isotonic glucose solution, buffer solution or other solvent conventionally used for 
parenteral administration of therapeutically active substances. The composition may be 
sterilised by, for instance, filtration through a bacteria-retaining filter, addition of a 
sterilising agent to the composition, irradiation of the composition, or heating the 
composition. Alternatively, the compound of the invention may be provided as a sterile, 
solid preparation, e.g. a freeze-dried powder, which is dissolved in sterile solvent 
immediately prior to use. 

The composition intended for parenteral administration may additionally comprise 
conventional additives such as stabilisers, buffers or preservatives, e.g. antioxidants 
such as methylhydroxybenzoate or the like. 

Compositions for rectal administration may be in the form of a suppository incorpor- 
ating the active ingredient and a carrier such as cocoa butter, or in the form of an 
enema. 

Compositions suitable for intra-articular administration may be in the form of a sterile 
aqueous preparation of the active ingredient which may be in microcrystalline form, for 
example, in the form of an aqueous microcrystalline suspension. Liposomal formula- 
tions or biodegradable polymer systems may also be used to present the active in- 
gredient for both intra-articular and ophthalmic administration. 

Compositions suitable for topical administration, including ophthalmic treatment, 
include liquid or semi-liquid preparations such as liniments, lotions, gels, applicants, 
oil-in-water or water-in-oil emulsions such as creams, ointments or pastes; or solutions 
or suspensions such as drops. For topical administration, the compound of formula I 
may typically be present in an amount of from 0.01 to 20% by weight of the 
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composition, such as 0.1% to about 10 %, but may also be present in an amount of up 
to about 50% of the composition. 

Compositions for ophthalmic treatment may preferably additionally contain a 
cyclodextrin. 

Compositions suitable for administration to the nasal or buccal cavity or for inhalation 
include powder, self-propelling and spray formulations, such as aerosols and atomizers. 
Such compositions may comprise a compound of formula I in an amount of 0.01-20%, 
e.g. 2%, by weight of the composition. 

The composition may additionally comprise one or more other active components 
conventionally used in the treatment of various inflammatory diseases and conditions. 
Examples of such additional active components may be selected from the group 
consisting of glucocorticoids, vitamin D and vitamin D analogues, antihistamines, 
platelet activating factor (PAF) antagonists, anticholinergic agents, methylxanthines, (3- 
adrenergic agents, COX-2 inhibitors, salicylates, indomethacin, flufenamate, naproxen, 
timegadine, gold salts, penicillamine, serum cholesterol lowering agents, retinoids, zinc 
salts and salicylazosulfapyridlne. 

In a further aspect, the invention relates to a method of treating inflammatory diseases 
or conditions, or ophthalmic diseases or conditions, or cancer, the method comprising 
administering, to a patient in need thereof, an effective amount of a compound of 
formula I. 

A suitable dosage of the compound of the invention will depend, inter alia, on the age 
and condition of the patient, the severity of the disease to be treated and other factors 
well known to the practising physician. The compound may be administered either 
orally, parenterally or topically according to different dosing schedules, e.g. daily or 
with weekly intervals. In general a single dose will be in the range from 0.01 to 400 
mg/kg body weight. The compound may be administered as a bolus (i.e. the entire 
daily dosis is administered at once) or in divided doses two or more times a day. 

Inflammatory diseases or conditions contemplated for treatment with the present 
compounds are inflammatory diseases where modulation of cytokine expression and 
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secretion may be mediated by MAP kinases such as the p38 MAP kinase as discussed 
above. Examples of inflammatory diseases or conditions believed to be mediated by the 
p38 MAP kinase are selected from the group consisting of asthma, arthritis, including 
rheumatoid arthritis and spondylarthritis, gout, atherosclerosis, inflammatory bowel 
dlease, Crohn's disease, neurological inflammations, inflammatory eye diseases, 
proliferative and inflammatory skin disorders, such as psoriasis, atopic dermatitis and 
acne vulgaris, uveitis, sepsis, septic shock and osteoporosis. 

The treatment may additionally involve administration of one or more other anti- 
inflammatory active components such as glucocorticoids, vitamin D and vitamin D 
analogues, antihistamines, platelet activating factor (PAF) antagonists, anticholinergic 
agents, methylxanthines, [3-adrenergic agents, COX- 2 inhibitors, salicylates, 
indomethacin, flufenamate, naproxen, timegadine, gold salts, penicillamine, serum 
cholesterol lowering agents, retinoids, zinc salts and salicylazosulfapyridine. The 
administration of a compound of the present invention and another anti-inflammatory 
component may be either concomitantly or sequentially. 

Ophthalmic diseases or conditions contemplated for treatment with the present 
compounds include the ophthalmic disease or condition is non-infectious (e.g. allergic) 
conjunctivitis, iritis, keratitis, uveitis, scleritis, episcleritis, sympathetic ophthalmitis, 
blepharitis or keratoconjunctivitis sicca. 

Pharmacological methods 

To study the effect of compounds of the present invention In vitro, the inhibition of IL- 
lp and TNF-a secretion was determined using the following procedure: 

Cytokine production was measured in the media from lipopolysaccharide (LPS) 
stimulated peripheral blood mononuclear cells. The mononuclear cells were isolated 
from human peripheral blood by Lymphoprep® (Nycomed, Norway) fractionation and 
suspended in RPMI 1640 (growth medium) with foetal calf serum (FCS, 2%), at a 
concentration of 5 x 10 5 cells/ml. The cells were incubated in 24-well tissue culture 
plates in 1 ml aliquots. Test compounds were dissolved in dimethylsulfoxide (DMSO, 10 
mM) and were diluted with the medium. Compounds were added to the cells for 30 
minutes, then LPS (1 mg/ml final concentration) was added. The plates were incubated 
for 18 hours, and the concentration of IL-1B and TNF-a in the medium was determined 
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by enzyme-linked immunosorbent assays. The median inhibitory concentrations (IC 50 ) 

of the compounds were calculated. The results are shown in Table 1. 

Table 1. Inhibition of cytokines production in vitro by 

compounds of the present invention. 

The median inhibition concentration 
(IC 50/ nM) of 



Comoound 


IL-1B 


TNF-a 


No. 
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1.0 
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Comnound 121 
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0.6 


Compound lzz 


O R 
U.D 
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Compound 123 


0.5 


0.3 


Compound 126 


2.8 


0.6 


Compound 129 


2.5 


1.3 


Compound 131 


3.2 


1.3 


Compound 135 


4.0 


2.0 


Compound 136 


4.0 


2.0 


Compound 140 


1.4 


1.0 


Compound 141 


0.9 


0.6 


Compound 143 


2.5 


1.6 


Compound 144 


1.0 


0.6 


Compound 145 


1.3 


0.3 


Compound 147 


2.5 


0.8 
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Table 1. Inhibition of cytokines production in vitro by 

compounds of the present invention. 

The median inhibition concentration 
(IC 50/ nM) of 

Compound IL-lp TNF-a 
No. 

Compound 148 0.6 0.2 

Compound 149 1.6 0.5 

Compound 151 1.8 0.4 

Compound 152 2.8 0.6 

Compound 153 8.9 1.6 

Compound 154 3.2 2.5 

Compound 155 0.6 0.2 

Compound 156 4.5 0.9 

Compound 157 2.2 0.9 

Compound 158 0.6 0.2 

Compound 159 7.9 1.3 

Compound 163 2.5 2.5 

Compound 164 1.3 2.0 

Compound 166 0.5 0.4 

Compound 167 1.7 2.0 

Compound 168 2.5 2.5 

Compound 169 0.4 0.4 

Compound 170 3.2 2.5 

Compound 173 2.5 2.0 

Compound 174 3.2 2.0 

Compound 176 3.2 2.0 

Compound 178 6.3 1-6 

Compound 180 2.5 3.2 

Compound 182 8.9 2.2 

Compound 183 2.0 0.7 

Compound 186 0.8 0.5 

Compound 188 0.9 0.5 

Compound 190 0.6 0.3 

Compound 191 1.1 °- 5 

Compound 193 4.0 2.5 
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Table 1. Inhibition of cytokines production in vitro by 

compounds of the present invention. 

The median inhibition concentration 
(IC 50 , nM) of 



Compound 


IL-lp 


TNF-a 


No. 






Compound 194 
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Table 1. 



Compound 
No. 

Compound 275 
Compound 277 
Compound 278 
Compound 279 
Compound 282 
Compound 285 
Compound 314 
Compound 335 
Compound 336 
Ref. comp. a 

Ref. comp. b 

Ref. comp. c 

Ref. comp. d 

Ref. comp. e 

Ref. comp. f 



Inhibition of cytokines production in vitro by 
compounds of the present invention. 

The median inhibition concentration 
(IC 50 , nM) of 
IL-lp TNF-a 



5.0 
2.5 
1.3 
0.6 
5.6 
1.4 

2.7 
5.0 
13 

6.3 

32 

7.9 

6.3 

13 



0.3 
0.8 
0.6 
0.5 
0.6 
0.6 
2.8 
2.5 
2.0 
7.1 

6.3 

6.3 

3.2 

3.2 

4.0 



Ref. comp. a: (4-(2-aminophenylamino)-2-chloro-2'-methylbenzophenone, Compound 
5 156 disclosed in WO 98/32730. 

Ref. comp. b: 2'-[3-Chloro-4-(2-methylbenzoyl)phenylamino]octananilide, Compound 

102 disclosed in WO 01/05746. 

Ref. comp. c: 1-Acetoxymethyl /V-[2-[3-chloro-4-(2- 

methylbenzoyl)phenylamino]phenyl]carbamate, Compound 109 disclosed in WO 
10 01/05749. 
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Ref. comp. d: l-Ethyl-3-[2-[3-chloro-4-(2-methylbenzoyl)phenylamino]-5-fluoro- 
phenyl]urea, Compound 114 disclosed in WO 01/05751. 

Ref. comp. e: 2,2,2-Trifluoro-/V-[2-[3-chloro-4-(2-methylbenzoyl)phenylamino]-5- 
fluoro-phenyl]acetamide, Compound 102 disclosed in WO 01/05745. 
Ref. comp. f: 2-Chloro-4-(3-fluoro-2-methyl-phenylamino)-2'-methylbenzophenone, 
Compound 131 disclosed in WO 01/42189. 

These results show that compounds of the present invention are highly potent inhibitors 
of the production of IL-ip, TNF-a and show a surprisingly higher cytokine inhibitory 
activity than the reference compounds, thus making them potentially useful in the 
treatment of inflammatory diseases. 

Furthermore, the novel aminobenzophenone derivatives have surprisingly favourable 
pharmacokinetic properties such as absorption and metabolic stability. 

p38a MAP kinase assay 
Cell culture 

COS-1 cells (derived from African green monkey kidney fibroblast-like cell containing 
wild-type T antigen under control of the SV40 promoter) were obtained from ATCC 
(ATCC no. CRL-1650) and grown in growth medium (DMEM without phenolred, 10% 
FCS, 2 mM L-glutamine, 100U penicillin and 100 ng streptomycin/ml) at 37°C with 5% 
C0 2 . The cells were passaged twice a week by trypsination (0.25% trypsin, 1 mM EDTA 
in PBS) and were split 1:10. The medium was changed every second or third day. The 
cell line was regularly tested with the Mycoplasma PCR Primer Set (Stratagene) and 
found to be free of Mycoplasma. Tissue culture media, FCS, L-glutamine and penicilin 
and streptomycin are from Bribco BRL, Gaithersburg, MD, USA. 

Transient expression of COS-1 cells 

On day one COS-1 cells were seeded in 143 cm 2 petridish with a density of 
2xl0 4 celler/cm 2 in growth medium. At day 2 the cells were co-transfected with 5 ng 
(total) of experimental plasmid DNA, expressing the FLAG-p38a and FLAG-MKK6(EE). 
The plasmids were introduced into the COS-1 cells in serum-free medium using 
DOTAP™ (Boehringer-Mannheim, Mannheim, Germany). Plasmid DNA was prepared and 
purified using the QIAGEN EndoToxin-free Maxiprep-500 kit (Hilden, Germany). Briefly, 
DNA and DOTAP™ were mixed for exactly 15 min. at 37°C in the C0 2 incubator. The 
transfection-mixture was hereafter transferred to a 15-ml falcon-tube and transfection- 
medium (DMEM with L-Glutamine and Pen./Strep. but without serum) was added to the 
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transfection-mixture, followed by addition to the cell-monolayer. After 4 hours of 
incubation with DOTAP™ and plasmids, the medium containing double amount of 
serum was added to the cells bringing the final concentration of serum up to 10%. The 
cells were then incubated for 24 hours before kinase reaction. 

Jmmunoprecipltation 

After 24 hrs of incubation the reaction was stopped by putting the petri dish on an ice- 
bath. The medium was aspirated, and the cell monolayer was washed once in ice-cold 
PBS (137 mM NaCI, 1.5 mM KH 2 P0 4/ 2.7 mM KCI, 8.1 mM Na 2 HP0 4 -2H 2 0), and 
hereafter solubilised for 10 min. in 1.5 ml lysis buffer (50 mM HEPES, pH 7.5, 150 mM 
NaCI, 10 mM EDTA, 10 mM Na 4 P 2 0 7 , 100 mM NaF, 2 mM Na 3 V0 4/ l% Triton-X-100, 
Pefabloc 500 jaM, Leupeptin 10 \xg/\x\ f Aprotinin 10 jxg/^il) was added. The cell- 
monolayer was scraped by a rubber-policeman, and transferred to an Eppendorf tube. 
The solubilised cells were clarified by centrifugation at lO.OOOxg for 10 min. at 4°C. The 
supernatant was transferred to 50 ^1 prewashed Protein G Sepharose beads in H NT- 
buffer (30 mM HEPES, pH 7.5, 30 mM NaCI, 0.1% Triton X-100) and were incubated 
with 2 ^ig/sample of monoclonal anti-FLAG™ M2 antibody (raised against the FLAG- 
epitope, NH 2 -Asp-Tyr-Lys-Asp-Asp-Asp-Asp-Lys-COOH) for 1 hour at room 
temperature. The anti-FLAG M2 monoclonal antibody was obtained from Sigma (cat. 
no. F-3165). Approx. 60 ^ig protein of clarified cell lysate were added to the 
preadsorbed anti-FLAG™ antibodies on Protein G Sepharose beads and incubated for 90 
min. at 4°C in a blood sample mixer. After the immunoprecipitation period the 
Sepharose beads were washed twice in lysis buffer and twice in a kinase reaction buffer 
(25 mM HEPES pH 7.5, 10 mM magnesium acetate, 50^iM ATP). 

Incubation of the compounds with purified p38a kinase 

The pre-washed immunoprecipitated anti-FLAG-p38 adsorbed on Protein G Sepharose 
beads was washed twice in lxkinase-buffer (25 mM HEPES pH 7.5, 10 mM magnesium 
acetate, 50\xM ATP), and the supernatant was aspirated. The compounds were diluted 
in lx kinase buffer at the appropriate concentration. The compounds were added to the 
washed immunoprecipitated and activated FLAG-p38 adsorbed on the Protein G 
Sepharose beads for 30 min. at 30°C in a volume of 100 |xl. Every 10 min. the 
Eppendorf tubes were tapped to ensure that the beads and the compounds were in the 
solution. After 30 min. incubation, the beads were spun down and the supernatant was 
aspirated. 
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p38a MAP Kinase Reaction 

The kinase reaction was started by adding 1 M.g GST-ATF-2 substrate (Santa Cruz, 
LaJolla, CA, USA, cat. no. sc-4114) together with 2 jxCi Y - 32 P-ATP in lx kinase-buffer 
per sample. The reaction was allowed to proceed for 30 min. at 30°C, and it was 
stopped by adding 40 |al of 2xSDS-sample buffer to the kinase reaction. The samples 
were boiled, spinned down, and resolved on a 15% SDS-PAGE. The dried SDS-PAGE gel 
was exposed to a Phospho-Imager screen and the radioactive PHAS-1 bands were 
quantified by the STORM860 Phospho-Imager (Molecular Dynamics, Sunnyvale, CA, 
USA) using the ImageQuaNT software. 

In this assay, Compound 112 was found to be a potent p38 MAP kinase inhibitor with 
an IC 50 of 2 nM. 

In vivo screening model of LPS induced TNF-g response in mice 

To study the effect of compounds of the present invention in vivo, an in vivo screening 
model of LPS induced TIMF-a response in mice was set up as follows: Groups of 6 mice 
(C3H/HeN, female, about 8 weeks (20 g), Bomholtgaard) were dosed with test 
compounds in suspension vehicle 1 hour prior to LPS administration (LPS from E. coli 
055:B5, L-4005, Sigma). At time 0, the mice were dosed ip with 1.0 mg LPS/kg. After 
anesthetization with Hypnorm/Dormicum, the mice were bled from the periorbital 
venous plexus 80-90 minutes after LPS administration. The blood samples were 
sampled in EDTA stabilised tubes and centrifuged at 4000 rpm for 10 minutes at 4°C. 
The plasma level of TNF-a was analysed by ELISA. Compound 156 of WO 98/32730 
was used as reference compound. The plasma level of TNF-a was determined using a 
sandwich ELISA. Microtiter plates were coated with a monoclonal antibody against 
mouse TNF-a, washed and blocked with a casein buffer. Samples of mouse TNF-a 
recombinant standards were added to the wells of the microtiter plates and incubated. 
All standards were tested in triplicate, all plasma samples in single. After sample and 
standard incubation, the plates were washed and incubated with biotinylated polyclonal 
secondary antibody against mouse TNF-a and washed. Enzyme conjugate was added 
to all wells and incubated. Substrate was added and the enzyme/substrate reaction 
stopped after 15 minutes at room temperature with 1M H 2 S0 4 . The colour development 
(OD) was measured at 450 nm on an ELISA reader and the background OD at 620 nm 
was subtracted. Experiments were approved if the group treated with the reference 
compound showed a significant inhibition (p<0.05) of the TNF-a response compared to 
the LPS treated control group. The results of the tested compounds are indicated as a 
percentage inhibition compared to an LPS treated control group. Compounds were 
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tested at 10 mg/kg. The Mann-Whitney test was used to compare drug treated groups 
to the LPS treated control group (p<0.05). 
The results are shown in Table 3. 

Table 3, In vivo inhibition of LPS induced TNF-ct 

production (in °/o) 

Compound 



No. 



Compound 104 


Q C 


Compound 112 


oc 
96 


Compound 113 


O *D 

83 


Compound 114 


"7*5 

7Z 


Compound 115 


9o 


Compound 116 


9d 


Compound 117 


"7i 

71 


Compound 120 


oo 


Compound 123 


47 


Compound 126 


79 


Compound 129 


73 


Compound 131 


70 


Compound 140 


76 


Compound 141 


46 


Compound 145 


94 


Compound 147 


89 


Compound 148 


71 


Compound 149 


89 


Compound 151 


99 


Compound 152 


99 


Compound 153 


86 


Compound 155 


91 


Compound 156 


73 


Compound 157 


83 


Compound 163 


66 


Compound 164 


76 
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Table 3, In vivo inhibition of LPS induced TNF-a 

production (in %) 



Compound 
No. 



Compound 166 


83 


Compound 170 


87 


Compound 173 


90 


Compound 174 


64 


Compound 176 


52 


Compound 178 


67 


Compound 186 


92 


Compound 188 


95 


Compound 196 


66 


Compound 198 


76 


Compound 202 


67 


Compound 251 


49 


Compound 260 


95 


Compound 264 


87 


Compound 266 


54 


Compound 278 


65 


Compound 424 


44 


Ref. comp. a 


23 



Ref. comp. a: (4-(2-aminophenylamino)-2-chloro-2 / -methylbenzophenone, Compound 
156 disclosed in WO 98/32730. 

5 The results show that compounds of the present invention surprisingly show an 
improved biological activity In vivo with respect to inhibition of LPS induced TNF-a 
production in mice compared to the reference compound, thus making them potentially 
useful in the treatment of inflammatory diseases. 

10 The invention is described in further detail in the following examples which are not in 
any way intended to limit the scope of the invention as claimed. 

EXAMPLES 
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General procedures 

All melting points are uncorrected. For 1 H nuclear magnetic resonance (NMR) spectra 
(300 MHz) and 13 C NMR (75.6 MHz) chemical shift values (5) (in ppm) are quoted, 
unless otherwise specified; for deuteriochloroform solutions relative to internal 
tetramethylsilane (5 = 0.00) or chloroform (6 = 7.26) or deuteriochloroform (5 = 76.81 
for 13 C NMR) standard. The value of a multiplet, either defined (doublet (d), triplet (t), 
quartet (q)) or not (m) at the approximate mid point is given unless a range is quoted. 
All organic solvents used were anhydrous. Chromatography was performed on silica gel 
using the flash technique. Appropriate mixtures of ethyl acetate, dichloromethane, 
methanol, and petroleum ether (40-60) were used as eluents unless otherwise noted. 
The following abbreviations have been used: 

aq aqueous 

dba Dibenzylideneacetone 

DCM Dichloromethane 

DMAP 4-Dimethylaminopyridine 

DMF /V,/V-Dimethylformamide 

DIE A Ethyl diisopropyl amine 

EDCI l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride 

EtOAc Ethyl acetate 

FDPP Diphenyl-phosphinic acid pentafluorophenyl ester 

h Hour(s) 

HATU 0-(7-Azabenzotriazol-l-yl)-/V,/V,/v;/V^ 



tetramethyluronium-hexafluorophosphate 



min 



Minutes 



NMP 



TBAF 



NMR 



THF 



TFA 



rac-BINAP 



THP 



RT 



TIPSCI 



v 



/V-methylmorpholine 
Nuclear magnetic resonance 

Racemic 2,2'-bis(diphenylphosphino)-l,l'-binaphtyl 

Room temperature 

Tetra-n-butylammonium fluoride 

Trifluoroacetic acid 

Tetrahydrofuran 

Tetrahyd ropy ran 

Triisopropylsilyl chloride 

Volume 
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Table 4. Exemplified compounds of general formula I 




108 



8 
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125 



25 
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Compound Example Structure 
no. 



134 



135 



136 



137 



138 



139 



140 



141 
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Compound 


Example 
no. 


Structure 
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95 


h n 


O CI 
1 H 


196 
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O CI 
1 H 


198 


98 


OH " 


O CI 
1 H 


199 


99 


O 

o H 1 


O CI 


200 


100 


F ; 


O CI 


201 


101 


o 

H ^ 


O CI 


202 


102 


Am n 
OH 


) O CI 

^O^tbi jO 

1 H 


203 


103 


O 

5 H 1 


O CI 
1 H 
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211 
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Compound Example Structure 
no. 



250 150 



251 151 



252 152 



253 153 



254 154 



255 155 



256 156 



257 157 




258 



158 



WO 2005/009940 



PCT/DK2004/000490 




WO 2005/009940 



PCT/DK2004/000490 




WO 2005/009940 



75 



PCT/DK2004/000490 




WO 2005/009940 



76 



PCT/DK2004/000490 




302 



202 




310 



210 
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Compound Example Structure 
no. 



477 287 



481 288 



485 289 



518 290 



519 291 



520 292 




Preparation 1: 

^-r7-r.hloro-4-nitrohenzovn-4-m ethvlbenzoic acid methyl ester (Compound 401) 
5 A dry flask was charged with 3-lodo-4-methylbenzoic acid methyl ester (21.6 g, 78.2 
mmol) and the flask was evaporated and then filled with argon and this process 
repeated twice. Dry THF (140 mL) was added, and the solution cooled to -50 °C; then 
isopropylmagnesium chloride (41 mL, 2.0 M in diethyl ether, 82 mmol) was added 
slowly over 15 min keeping the temperature below -40 °C. On completion of the 
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addition the reaction mixture was stirred at -40 °C for 45 min. A THF solution of ZnCI 2 
(10.78 g, 79.1 mmol, 0.8 M) was added dropwise over 20 min. The reaction mixture 
was stirred at 0 °C for 65 min; then 2-chloro-4-nitro-benzoyl chloride (17.2 g, 78.2 
mmol) and tetrakis(triphenyiphosphine)pailadium(0) (4.03 g, 3.49 mmol) were added 
and the reaction mixture was allowed to warm to room temperature. After 4 h the 
reaction mixture was poured into a mixture of toluene/EtOAc/water, then shaken and 
separated. The aqueous phase was extracted with two more portions of EtOAc. The 
organic phases were combined, dried (MgS0 4 ), filtered, and concentrated in vacuo to 
afford the crude product. Crystallization from mixtures of EtO Ac/petroleum ether (40- 
60) gave the title compound as yellow solid. The mother liquid was concentrated in 
vacuo and purified by chromatography using DCM as the eluent to give a second crop 
of the title compound. 

Preparation 2; 

3-f4-Amino-2-chlorobenzovlV4-methvlbenzoic acid methvl este r f Compound 402) 
To a solution of compound 401 (7.83 g, 23.5 mmol) in methanol (100 mL) was added 
zinc dust (15.3 g, 235 mmol) and ammonium chloride (6.27 g, 117 mmol) in one 
portion under stirring. A CaCI 2 tube was mounted on the flask and the flask was placed 
in an oil bath with a temperature of 90 °C. After 2 h the reaction mixture was cooled to 
RT, filtered, and then poured into a mixture of EtOAc/water. The aqueous phase was 
extracted with more EtOAc. The organic phases were combined, dried (MgS04), 
filtered, and concentrated in vacuo to afford the crude product. Crystallization from a 
mixture of EtOAc/petroleum ether (40-60) (2:3) gave the title compound as light 
yellow solid. 

Preparation 3: 

3-(4-Amino-2-chlorobenzovlV4-methvlbenzoic acid (Compound 403) 
To a solution of compound 402 (1.61 g, 5.3 mmol) in ethanol (50 mL) was added a 
solution of sodium hydroxide (2 M, 30 mL) and then stirred under reflux for 90 min. 
The reaction mixture was made weakly acidic (pH = 5) by slowly addition of 
hydrochloric acid (4N), and then poured into a mixture of EtOAc/water. The aqueous 
phase was extracted with more EtOAc. The organic phases were combined, dried 
(MgS0 4 ), filtered, and concentrated in vacuo to afford the title compound as orange 
solid. It was used without any further purification. 



Preparation 4: 
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(4-Amino-2-chlorophenvlVr2-meth^ 
(Compound 404) 

To a solution of compound 403 (150 mg, 0.47 mmol) in DMF (2.00 mL) in a reaction 
vial (8 mL) was added morpholine (41 \iL, 0.47 mmol), FDPP (253 mg, 0.66 mmol) and 
DIEA (402 jLtL, 2.35 mmol). The vial was flushed with argon, closed, and then shaken at 
RTfor 24 h. 

The reaction mixture was concentrated in vacuo at 40 °C and then purified by 
chromatography using EtOAc/petroleum ether (40-60) 4:1 followed by EtOAc as the 
eluent to give the title compound as orange syrup. 

Example 1: 

r2-Chloro-4-f4-fluoro-2-methvlphenylamino^phenvn-r2-m ethvl-5-rmorpholine-4- 
carbonyl)phenyl1-methanone (Compound 101) 

2-Bromo-5-fluorotoluene (47 ^iL, 0.37 mmol) was dissolved in 3 mL dry 1,4-dioxane in 
a vial under an argon atmosphere. Compound 404 (110 mg, 0,31 mmol) was added 
and dissolved in the solvent. Rac-BINAP (7.3 mg, 0.012 mmol), Pd 2 (dba) 3 (7.0 mg, 
0.008 mmol) and Cs 2 C0 3 (141 mg, 0.43 mmol) were added, and the reaction mixture 
was stirred under an argon atmosphere at 100 °C for 72 h. The reaction mixture was 
filtered and then purified by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 0:100 to 50:50) as the eluent to afford the title 
compound as brown oil. 13 C IMMR (CDCI 3 ) 8 195.4, 169.7, 160.6, 150.3, 139.8, 139.7, 
136.6, 135.4, 134.0, 133.7, 132.4, 131.5, 129.2, 127.9, 127.4, 127.0, 117.8, 115.0, 
113.8, 111.7, 66.8, 48.3, 42.8, 20.2, 18.1. 

Preparation 5: 

(4-Amino-2-chlorophenyl)-[2-methyl-5-(4-methylpiperazine-l-carbonyl)phenyl]- 
methanone (Compound 405) 

The reaction was carried out as described in the preparation of compound 404, using /V- 
methylpiperazine (52 ^L, 0.47 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as brown syrup. 

Example 2: 

[2-Chloro-4-f4-fluoro-2-methvlphenvlamino^phenvn-r2-methv l-5-f4-methvl- 
piperazlne-l-carbonvl^phenvn-methanone f Compound 102) 

The reaction was carried out as described in the preparation of compound 101, using 
compound 405 (143 mg, 0.45 mmol) as the amine. Purification was done by flash 
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chromatography to afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 8 195.5, 
169.6, 160.6, 150.1, 139.6, 139.5, 136.5, 135.5, 134.0, 133.7, 133.0, 131.4, 129.2, 
128.0, 127.4, 127.4, 117.9, 115.0, 113.9, 111.7, 54.8, 47.8, 46.0, 42.1, 20.2, 18.1. 

Preparation 6: 

3-f4-Amino-2-chlorobenzovn-/V-meth oxv-4.A/-dimethvlbenzamide f Compound 4061 
The reaction was carried out as described in the preparation of compound 404, using 
the salt /V,0-dimethylhydroxylamine hydrochloride (46 mg, 0.47 mmol) as the amine. 
Purification was done by flash chromatography to afford the title compound as orange 
solid. 

Example 3: 

3-r2-Chloro>4-f4-fluoro>2-methvlphenvlaminolbenzovn-yV-methoxy-4 > yV- 
dimethylbe nzamide (Compound 103) 

The reaction was carried out as described in the preparation of compound 101, using 
compound 406 (125 mg, 0.38 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 8 195.6, 
168.9, 160.6, 150.0, 140.7, 139.2, 136.5, 135.5, 133.9, 133.8, 131.1, 131.0, 130.5, 

129.5, 127.7, 127.3, 117.9, 115.1, 113.9, 111.7, 65.9, 61.1, 20.4, 15.3. 

Preparation 7: 

3"(4-Amino-2-chlorobenzovlV4-methyl-/V-ftetrahydrofuran-2-ylmethynbenzamide 
(Compound 407) 

The reaction was carried out as described in the preparation of compound 404, using 
(tetrahydrofuran-2-yl)methylamine (31 mg, 0.31 mmol) as the amine. Purification was 
done by flash chromatography to afford the title compound as yellow oil. 

Example 4: 

3-r2-Chloro-4-(4-fluoro-2-methvlDhe nvlam 
2-ylmethynbenzamide (Compound 1041 

The reaction was carried out as described in the preparation of compound 101, using 
compound 407 (85 mg, 0.23 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 8 195.5, 
166.8, 160.6, 150.3, 141.1, 140.1, 136.6, 135.7, 134.2, 133.8, 131.8, 131.4, 128.6, 

127.6, 127.4, 127.0, 117.8, 115.2, 113.8, 111.6, 77.6, 68.2, 43.7, 28.7, 25.9, 20.2, 
18.1. 
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Preparation 8: 

3-(4-Amino-2-chtoroben2QvlV4./V-di m 6thvl-/V-ftetrahvdrofuran-2-vlmethvl)benzarnide 
(Compound 408") 

The reaction was carried out as described in the preparation of compound 404, using 
methyl(tetrahydrofuran-2-ylmethyl)amine (36 mg, 0.31 mmol) as the amine. 
Purification was done by flash chromatography to afford the title compound as yellow 
oil. 

Example 5: 

3-r2-Chloro-4-f4-fluoro-2-methvlphenvlami no'>benzovn-4./V-dimethvl-/V- 
ftetrahvdrofuran-2-vlmethvnben ?amide (Compound 105) 

The reaction was carried out as described in the preparation of compound 101, using 
compound 408 (85 mg, 0.23 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as brown syrup. *H NMR (CDCI 3 ) 5 7.41 - 
7.24 (m,4H), 7.15 (dd,lH), 6.97 (dd,lH), 6.90 (dt,lH), 6.61 (d,lH), 6.48 (dd,lH), 
6.23 (bs,lH), 4.17 - 3.0 (m,8H), 2.41 (s,3H), 2.21 (s,3H), 2.0 - 1.45 (m,4H). 

Preparation 9: 

3-(4-Amino-2-chlorobenzovn-/V-( 2 -methoxvethvn-4-methvlbenzamide (Compound 
409~> 

The reaction was carried out as described in the preparation of compound 404, using 2- 
methoxyethylamine (23 mg, 0.31 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as yellow oil. 

Example 6: 

3-f2-Chloro-4-(4-fiuoro-2-methvl-phenvlamino)benzovn-/V-(2-m ethQxyethyn-4- 
methylben zamlde (Compound 106) 

The reaction was carried out as described in the preparation of compound 101, using 
compound 409 (60 mg, 0.17 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as syrup. 13 C NMR (CDCI 3 ) 5 195.6, 166.9, 
160.7, 150.2, 141.2, 140.1, 136.5, 135.7, 134.2, 133.6, 131.7, 131.4, 128.7, 127.6, 
127.3, 127.3, 117.8, 115.2, 113.9, 111.7, 71.1, 58.9, 39.8, 20.3, 18.1. 



Preparation 10; 
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3-(4-Amino-2-chlorobenzovlV4-m 
(Compound 410^ 

The reaction was carried out as described in the preparation of compound 404, using 3- 
morpholin-4-yl-propylamine (45 mg, 0.31 mmol) as the amine. Purification was done 
5 by flash chromatography to afford the title compound as foam. 

Example 7: 

3-r2-Chloro-4-f4-fluoro-2-methvto^ 
propyHbenzamlde (Compound 107) 
10 The reaction was carried out as described in the preparation of compound 101, using 
compound 410 (37 mg, 0.09 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as brown oil. 13 C NMR (CDCI 3 ) 5 195.6, 
166.6, 160.6, 150.3, 140.8, 140.3, 136.5, 135.7, 133.7, 133.7, 131.3, 128.6, 127.3, 
127.3, 117.8, 115.2, 113.9, 111.7, 66.9, 58.7, 53.9, 40.6, 24.2, 20.2, 18.1. 

15 

Preparation 11: 

f4-Amino-2-chlorophenyn-f5-r4-( r 2-methoxvethvl^oiDerazine-l-carbonvn-2- 
methylphenylVmethanone (Compound 411^ 

The reaction was carried out as described in the preparation of compound 404, using 1- 
20 (2-methoxyethyl)piperazine (45 mg, 0.31 mmol) as the amine. Purification was done 
by flash chromatography to afford the title compound as foam. 

Example 8: 

f2-Chloro-4-(4"fluoro~2-methylphenylamino)phenyl>-f5-f4-f2- 
25 methoxyethynpiperazine-l-carbonyn-2-methylphenyl^-methanone (Compound 108) 
The reaction was carried out as described in the preparation of compound 101, using 
compound 411 (90 mg, 0.22 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 195.5, 
169.5, 160.6, 150.3, 139.6, 139.4, 136.5, 135.4, 134.0, 133.8, 132.9, 131.4, 129.1, 
30 127.9, 127.3, 127.0, 117.8, 115.0, 113.8, 111.6, 70.0, 58.9, 57.8, 53.8, 53.2, 47.7, 
42.1, 20.2, 18.1. 

Preparation 12: 

3-f4-Amino-2-chlorobenzovlV4-methvl-A/-Dvridin-4-vlmethvlbenzamide (Compound 
35 412) 
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The reaction was carried out as described in the preparation of compound 404, using C- 
pyridin-4-yl-methylamine (31 pL, 0.31 mmol) as the amine. Purification was done by 
flash chromatography to afford the title compound as yellow solid. 

Example 9: 

3-r2-Chloro-4-r4-fluoro-2-methvlphenvlamino ^benzovn-4-methvl-/V-PVridin-4- 
ylmethvlbenzamide (Compound 109) 

The reaction was carried out as described in the preparation of compound 101, using 
compound 412 (100 mg, 0.26 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as yellow solid. 13 C NMR (DMSO-d 6 ) 
8 194.3, 165.5, 159.5, 151.0, 149.4, 148.4, 139.7, 136.2, 134.3, 134.1, 131.2, 131.1, 
131.0, 128.9, 127.1, 127.0, 124.9, 122.1, 117.4, 114.1, 113.5, 111.0, 41.7, 19.5, 
17.6. 

Preparation 13: 

3-f4-Am8no-2-chlorobenzovn-4-methvl-W'pyridin-2-ylmethvlbe nzamide (Compound 
4131 

The reaction was carried out as described in the preparation of compound 404, using C- 
pyridin-2-yl-methylamine (31 pL, 0,31 mmol) as the amine. Purification was done by 
flash chromatography to afford the title compound as yellow solid. 

Example 10: 

3-r2-Chloro-4-(4-fluoro-2-methylphenvlamino)benzoyl1-4-methvl-yv-Pvridin-2- 
vlmethvlbenzamide (Compound 110) 

The reaction was carried out as described in the preparation of compound 101, using 
compound 413 (79 mg, 0.21 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as yellow solid. 13 C NMR (DMSO-d 6 ) 
6194.3, 165.3, 159.5, 151.0, 148.8, 148.0, 139.7, 139.6, 136.2, 135.1, 134.9, 134.3, 
134.1, 131.2, 131.0, 128.9, 127.1, 127.0, 124.9, 123.4, 117.4, 114.1, 113.4, 111.0, 
40.3, 19.5, 17.6. 

Preparation 14: 

3-(4-Amino-2-chlorobenzoyl)-4-methvl-/V-pvridin-3-vlmethvlbe nzamide (Compound 
414) 
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The reaction was carried out as described in the preparation of compound 404, using C- 
pyridin-3-yl-methylamine (31 \iL, 0.31 mmol) as the amine. Purification was done by 
flash chromatography to afford the title compound as yellow foam. 

Example 11: 

3-r2-Chloro-4-r4-fluoro-2-methvl-phenvlamino Vbenzovn-4-methvl-yV-pyridin-3- 
ylmethyl-benzamide (Compound 111) 

The reaction was carried out as described in the preparation of compound 101, using 
compound 414 (90 mg, 0.24 mmol) as the amine. Purification was done by flash 
chromatography to afford the title compound as solid. 13 C NMR (DMSO-d 6 ) 5 194.4, 
165.3, 159.4, 157.8, 150.9, 148.7, 139.7, 136.6, 136.2, 134.3, 134.2, 134.1, 131.3, 
131.0, 128.9, 127.1, 127.0, 125.0, 122.0, 120.9, 117.4, 114.1, 113.4, 111.0, 44.6, 
19.5, 17.6. 

Preparation 15: 

3-f2-Chloro-4-f 2-nitrophenvlamiho^benzovn-4-methv lbenzoic acid methyl ester 
(Compound 415^ 

A Schlenk tube was charged with compound 402 (4.00 g, 13.1 mmol) in 1,4-dioxane 
(40 mL), l-iodo-2-nitro-benzene (3.91 g, 15.7 mmol), Cs 2 C0 3 (5.98 g, 18.3 mmol), 
Pd 2 (dba) 3 (302 mg, 0.33 mmol), and rac-BINAP (308 mg, 0.49 mmol). The tube was 
capped with a rubber septum, flushed with argon for 5 min, and then stirred at 100 °C 
for 2 h. The reaction mixture was allowed to cool to room temperature, and then 
poured into a mixture of water and EtOAc. The aqueous phase was extracted twice with 
more EtOAc. The combined organic phases were washed with brine, dried (MgS0 4 ), 
filtered and concentrated in vacuo. The crude product was purified by chromatography 
eluting with petroleum ether (40-60)/EtOAc 4:1 to afford the title compound as yellow 
solid. 

Preparation 16: 

3-r2-Chloro>4-f2-nitrophenylamino^benzoyn-4-meth vlbenzoic acid (Compound 416) 
To a suspension of compound 415 (3.00 g, 7.06 mmol) in methanol (20 mL) was added 
water (4.0 mL) followed by lithium hydroxide (845 mg, 35 mmol). The mixture was 
then stirred at reflux for 30 min. The reaction mixture was made acidic (pH = 5) by 
slowly addition of H 2 S0 4 (IN), and then poured into a mixture of EtOAc/water. The 
aqueous phase was extracted with more EtOAc. The organic phases were combined, 
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dried (MgS0 4 ), filtered, and concentrated in vacuo. The crude product was triturated in 
EtOAc/pentane 1:1 (20 mL) to afford the title compound as yellow solid. 

Preparation 17/ Example 271: 

3-f2-Chloro--4-f2-nitrophenvlamlno^benzovlV A/-r2-hvdroxvethvn-4-methvlbenzamide 
(Compound 417) 

To a solution of compound 416 (2.42 g, 5.90 mmol) in DMF (20 mL) was added 2- 
amino-ethanol (541 mg, 8.85 mmol), FDPP (2.72 g, 7.08 mmol), and DIE A (5 mL, 30 
mmol) at 0 °C. The flask was flushed with argon and the temperature was allowed to 
come to RT. The reaction mixture was stirred at RT for 5 h, and then poured into a 
mixture of water (100 mL), H 2 S0 4 (IN, 40 mL), and EtOAc (100 mL). The phases were 
separated and the aqueous phase was extracted with more EtOAc. The organic phases 
were combined, dried (MgS0 4 ), filtered, and concentrated in vacuo. The crude product 
was purified by chromatography eluting with DCM/methanol 100:2 to afford the title 
compound as orange solid. 

Example 12: 

3-r4>r2-AminoDhenvlaminoV2-chlorobenzovl ]-/V-f2-hvdroxvethvl)-4-methvlbenzamide 
(Compound 112) 

To a solution of compound 417 (2.21 g, 4.87 mmol) in methanol (40 mL) was added 
zinc dust (3.18 g, 48.7 mmol) and ammonium chloride (1.30 g, 24.3 mmol) in one 
portion under stirring. A CaCI 2 tube was mounted on the flask and the flask was placed 
In an oil bath with a temperature of 90 °C. After 1 h the reaction mixture was cooled to 
RT, filtered, and then poured into a mixture of EtOAc/water. The aqueous phase was 
extracted with more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, 
and concentrated in vacuo to afford the crude product. The crude product was purified 
by chromatography eluting with DCM/methanol 100:5 (v:v) followed by 100:7 (v:v) to 
afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 6 195.7, 167.8, 150.3, 
142.8, 141.2, 140.1, 135.6, 134.2, 131.4, 128.9, 127.8, 127.4, 127.0, 126.8, 125.0, 
119.2, 116.5, 115.4, 111.9, 62.1, 42.9, 20.2. 

Preparation 18: 

3^r4-f4-Bromo-2-nitroDhenvlaminoV2-chlorobenzoy lV4-methvlbenzoic acid methyl 
ester f Co mpound 418) 

To a solution of compound 402 (1.00 g, 3.29 mmol) and 4-bromo-l-fluoro-2- 
nitrobenzene (0.4 mL, 3.29 mmol) in DMSO (7.0 mL) was slowly added potassium tert- 
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butoxide (816 mg, 7.27 mmol) under stirring. After 4 h at RT the reaction mixture was 
poured into a mixture of EtOAc/water. The aqueous phase was extracted with more 
EtOAc. The organic phases were combined, dried (MgS0 4 )/ filtered, and concentrated in 
vacuo to afford the crude product. The crude product was purified by chromatography 
5 eluting with petroleum ether (40-60)/EtOAc 9:1 to afford the title compound as orange 
solid. 

Preparation 19: 

3-r4-f4-Bromo-2-nitrophenvlaminoV2-ch loroben2Qvn-4-methvlbenzolc acid 

10 (Compound 4191 

To a suspension of compound 418 (540 mg, 1.07 mmol) in methanol (5 mL) was added 
water (0.5 mL) and lithium hydroxide (128 mg, 5.35 mmol). The mixture was then 
stirred at reflux for 3 h. The reaction mixture was made acidic (pH = 2) by slowly 
addition of HCi (aq.) (IN), and then poured into a mixture of EtOAc/water. The aqueous 

15 phase was extracted with more EtOAc. The organic phases were combined, dried 

(MgS0 4 ), filtered, and concentrated in vacuo to afford the title product as orange solid. 
It was used without any further purification. 

Preparation 20/Example 273: 
20 3-f4-(4-Bromo-2-nitrophenylamino)-2"ChlorobenzoylV/V-r2"hydroxyethyl)-4" 
methylbenzamide (Compound 4201 

The reaction was carried out as described in the preparation of compound 404, using 2- 
aminoethanol (56 nL, 0.94 mmol) as the amine and compound 419 (461 mg, 0.94 
mmol) as the carboxylic acid. Purification was done by flash chromatography to afford 
25 the title compound as orange solid. 

Example 13: 

3-r4-f2-Amino-4"bromophenylaminoV2-chlorobenzoyl1-A/-(2-hydroxyethylV4- 
methylbenzamide (Compound 113) 
30 The reaction was carried out as described in the preparation of compound 112, using 
compound 420 (280 mg, 0.53 mmol) as the nitro compound. Purification was done by 
flash chromatography to afford the title compound as a solid. 13 C NMR (CD 3 OD) 
8 197.7, 169.5, 152.8, 147.0, 142.0, 141.8, 136.7, 135.4, 133.1, 132.4, 130.2, 129.4, 
128.6, 127.2, 125.4, 121.3, 121.3, 119.4, 116.2, 112.7, 61.6, 43.6, 20.2. 

35 

Preparation 21: 
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3,[4-(4-BrQmQ-2-methylphenvlaminoV2"Chlorobenz oylV4-methvlbenzoic acid methyl 
ester (Compound 4211 

A reaction vial was charged with compound 402 (100 mg, 0.33 mmol) in 1,4-dioxane 
(1.0 ml_), 4-bromo-l-iodo-2-methylbenzene (56 ^iL, 0.38 mmol), Cs 2 C0 3 (15 mg, 0.46 
mmol), Pd 2 (dba) 3 (7.5 mg, 0.008 mmol), and rac-BINAP (7.7 mg, 0.012 mmol). The 
tube was flushed with argon for 5 min, closed and then stirred at 150 °C for 1 h in a 
microwave oven. The reaction mixture was allowed to cool to room temperature, and 
then poured into EtOAc. Filtration and concentration in vacuo gave the crude product. 
The crude product was purified by continuous gradient flash chromatography using 
EtO Ac/petroleum ether (40-60) (v:v = 10:90 to 30:70) as the eluent to afford the title 
compound as orange solid. 

Preparation 22/Examole 274: 

3-r4-f4-Bromo-2-methvlDhenvlaminoV2-ch lorobenzovn-4-methvlbenzoic acid 
(Compound 422) 

The reaction was carried out as described in the preparation of compound 419, using 
compound 421 (525 mg, 1.11 mmol) as the ester. Purification was done by flash 
chromatography to afford the title compound as orange solid. 13 C NMR (DMSO-d 6 ) 
8 194.2, 166.5, 149.8, 141.7, 139.5, 137.8, 135.1, 133.8, 133.8, 133.5, 131.5, 131.1, 
129.5, 129.2, 128.2, 125.7, 125.6, 116.7, 114.8, 111.8, 19.8, 17.4 

Example 14: 

3,r4-f4-Bromo-2-methylphenvlaminoV2-chlo robenzovn-/V-f2-hvdroxvethvn-4- 
methylbenzamide (Compound 114) 

The reaction was carried out as described in the preparation of compound 404, using 2- 
aminoethanol (58 ^iL, 0.97 mmol) as the amine and compound 422 (431 mg, 0.97 
mmol) as the carboxylic acid. Purification was done by flash chromatography to afford 
the title compound as yellow solid. 13 C NMR (DMSO-d 6 ) 5 194.6, 165.2, 149.8, 139.4, 

139.4, 137.8, 135.1, 134.1, 133.9, 133.5, 131.7, 130.9, 129.5, 128.9, 127.0, 125.7, 

125.5, 116.6, 115.0, 111.8, 59. 6, 42.1, 19.5, 17.4 

Preparation 23: 

3-r2-Chloro-4-f2,4-difluorophenvlamino 1 >benzovn-4-methvlben zoic acid methvl ester 
(Compound 423) 

A reaction vial was charged with compound 402 (750 mg, 2.47 mmol) in toluene (7.5 
mL), l-bromo-2,4-difluorobenzene (0.33 mL, 2.96 mmol), Cs 2 C0 3 (1.13 g, 3.46 mmol), 
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Pd 2 (dba) 3 (114 mg, 0.12 mmol), and rac-BINAP (116 g, 0.18 mmol). The tube was 
flushed with argon for 5 min, closed and then warmed slowly to 200 °C. The reaction 
vial was shaken at 200 °C for 4 h. The reaction mixture was allowed to cool to room 
temperature, and then poured into EtOAc. Filtration and concentration in vacuo gave 
5 the crude product. The crude product was purified by continuous gradient flash 

chromatography using EtOAc/petroleum ether (40-60) (v:v = 2:98 to 20:80) as the 
eluent to afford the title compound as brown syrup. 

Preparation 24/Example 275: 
10 3-r2-Chloro-4-(2,4"difluorophenylamino 1 >benzoyn-4-methylbenzoic acid (Compound 
4241 

The reaction was carried out as described in the preparation of compound 419, using 
compound 423 (360 mg, 0.87 mmol) as the ester. Purification was done by flash 
chromatography to afford the title compound as orange solid. 13 C NMR (DMSO-d 6 ) 
15 8 194.4, 166.5, 158.8 (dd), 155.8 (dd), 149.5, 141.8, 139.3, 133.6, 131.9, 131.5, 

131.2, 129.4, 128.3, 126.5 (m), 126.3, 124.1 (dd), 114.7, 112.0 (dd), 111.8, 105.0 
(dd), 19.8 

Preparation 25/Example 276: 
20 2-Methylacrylic acid 2-^3-r2-chloro-4-(2 r 4-difluorophenylamino)benzoyl'|-4- 
methylbenzoylamino>ethyl ester (Compound 4251 

The reaction was carried out as described in the preparation of compound 404, using 2- 
methyiacrylic acid 2-aminoethyl ester (54 mg, 0.33 mmol) as the amine and compound 
424 (120 mg, 0.30 mmol) as the carboxylic acid. Purification was done by flash 
25 chromatography to afford the title compound as orange foam. 13 C NMR (CDCI 3 ) 5 195.5, 
167.8, 166.8, 159.2 (dd), 155.6 (dd), 148.1, 141.6, 139.7, 135.9, 135.3, 133.7, 
131.7, 131.6, 128.9, 128.8, 127.8, 126.3, 124.5 (dd), 124.2 (dd), 116.2, 112.8, 111.6 
(dd), 105.0 (dd), 63.4, 39.7, 20.4, 18.3 

30 Example 15: 

3-r2-Chloro-4-(2 r 4-difluorophenylamino)benzoyl1-yV-(2-hydroxyethyl)-4- 
methvlbenzamide (Compound 1151 

To a suspension of compound 425 (95 mg, 0.19 mmol) in methanol (1.0 mL) was 
added water (0.1 mL) and lithium hydroxide (23 mg, 0.95 mmol). The mixture was 
35 then stirred at reflux for 45 mln. The reaction mixture was made acidic (pH = 2) by 
slowly addition of HCI (aq.) (IN), and then poured into a mixture of EtOAc/water. The 
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aqueous phase was extracted with more EtOAc. The organic phases were combined, 
dried (MgS0 4 ), filtered, and concentrated In vacuo. The crude product was purified by 
flash chromatography using EtOAc/petroleum ether (40-60) (v:v = 4:1 and 6:1) as the 
eluent to afford the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 195.6, 167.7, 
159.4, 155.7, 148.3, 141.5, 139.8, 135.4, 133.8, 131.6, 131.5, 129.0, 128.6, 127.7, 
124.6, 124.2, 116.2, 112.8, 111.7, 105.0, 62.3, 42.9, 20.3. 

Preparation 26/Exam ple 277: 

vr2-Chloro-4-f2-nitroDhenylamino^ b enzovn-/V-f2-methoxvethvn-4-methy|benzamide 
(Compound 426^) 

To a solution of compound 409 (85 mg, 0.25 mmol) and l-fluoro-2-nitrobenzene (26 
HL, 0.25 mmol) in DMSO (2.0 mL) was added potassium tert-butoxide (62 mg, 0.55 
mmol) under stirring. After 2.5 h at RT the reaction mixture was poured into a mixture 
of EtOAc/water. The aqueous phase was extracted with more EtOAc. The organic 
phases were combined, dried (MgS0 4 ), filtered, and concentrated in vacuo to afford the 
crude product. The crude product was purified by chromatography eluting with 
DCM/EtOAc 4:1 to afford the title compound as orange oil. 

Example 16: 

3-r4-f2-AminophenvlaminoV2-chlnrobenzov n -A/-f2-methoxvethvl , >-4-methvlbenzamlde 
(Compound 116^ 

The reaction was carried out as described in the preparation of compound 112, using 
compound 426 (72 mg, 0.15 mmol) as the nitro compound. Purification was done by 
flash chromatography to afford the title compound as yellow foam. 13 C NMR (DMSO-d 6 ) 
8 194.4, 165.2, 151.2, 144.0, 139.9, 139.2, 134.1, 134.0, 131.5, 130.8, 128.7, 126.8, 
126.6, 126.2, 124.4, 123.9, 116.3, 115.4, 114.2, 111.2, 70.3, 59.6, 57.8, 19.4. 

Preparation 27: 

3-f4-f2-AminophenylaminoV2-chlorobenzovn-4-me thvlbenzoic acid methyl ester 
(Compound 4271 

The reaction was carried out as described in the preparation of compound 112, using 
compound 415 (1.8 g, 4.38 mmol) as the nitro compound. Purification was done by 
flash chromatography to afford the title compound as yellow syrup. 

Preparation 28: 

3-r4-(2-AminophenvlamlnoV2-chlorobenzovn -4-methvlbenzoic acid (Compound 428) 
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To a solution of compound 427 (735 mg, 1.86 mmol) in ethanol (10 mL) was added a 
solution of sodium hydroxide (2 M, 10 mL). The mixture was then stirred under reflux 
for 2 h. The reaction mixture was made weakly acidic (pH = 5) by slowly addition of 
glacial acetic acid (5.0 mL), and then poured into a mixture of EtOAc/water. The 

5 aqueous phase was extracted with more EtOAc. The organic phases were combined, 
dried (MgS0 4 ), filtered, and concentrated in vacuo. The crude product was purified by 
continuous gradient flash chromatography using DCM/methanol (v:v = 90:10 to 85:15) 
as the eluent to afford the title compound as yellow syrup. 13 C NMR (CD 3 OD) 8 197.5, 
169.1, 153.3, 145.1, 143.6, 141.7, 136.6, 135.3, 132.6, 132.5, 131.1, 129.6, 128.5, 

10 128.1, 126.8, 126.6, 119.4, 117.6, 116.0, 112.6, 20.4 

Example 17: 

3-f4-r2-AminoDhenylaminoV2-rhlnr Q benzo v l1-A/-ethvl-4-methvlbenzamide (Compound 
112} 

15 The reaction was carried out as described in the preparation of compound 404, using 
ethylamine hydrochloride (11 mg, 0.14 mmol) as the amine and compound 428 (54 
mg, 0.14 mmol) as the carboxylic acid. Purification was done by flash chromatography 
to afford the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 195.7, 166.8, 162.6, 
150.4, 142.9, 140.8, 140.1, 135.6, 134.2, 132.0, 131.3, 128.7, 127.6, 127.3, 127.0, 

20 126.7, 125.1, 118.9, 116.4, 115.4, 111.8, 35.0, 20.2, 14.8. 

Example 18: 

3-r4-f2-AminoDhenvlaminoV2-chlorobe n zoyn-/V-f3-hvdroxvpropvn-4-methylbenzamide 
(Compound 118^ 

25 The reaction was carried out as described in the preparation of compound 404, using 3- 
aminopropane-l-ol (11 0.14 mmol) as the amine and compound 428 (54 mg, 0.14 
mmol) as the carboxylic acid. Purification was done by flash chromatography to afford 
the title compound as yellow oil. 13 C NMR (CDCI 3 ) 6 195.8, 167.7, 150.4, 142.9, 141.1, 
140.1, 135.6, 134.2, 131.5, 131.4, 128.8, 127.7, 127.4, 127.0, 126.6, 125.1, 119.1, 

30 116.5, 115.4, 111.8, 60.0, 37.4, 31.8, 20.2. 

Preparation 29: 

3-r4-Amino-2-chlorobenzovn-/V-r2-hvdroxv ethvl V4-methvlbenzamide f Compound 429) 
The reaction was carried out as described in the preparation of compound 404, using 2- 
35 aminoethanol (190 \iL, 3.13 mmol) as the amine and compound 403 (1.00 g, 3.13 
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mmol) as the carboxylic acid. Purification was done by flash chromatography to afford 
the title compound as yellow solid. 

Preparation 30: 

5 3-r4-Amino-2-chlorobenzovlVyV-r2-ftert-butvldimethvlsilanvloxv^ethyl>4- 
methvlbenzamide f Compound 4301 

A solution of compound 429 (490 mg, 1.47 mmol), l,5-diazabicyclo(5.4.0)undecen-5- 
ene (0.9 mL, 5.88 mmol) and tert-butylchlorodimethylsilane (777 mg, 5.15 mmol) in 
acetonitrile (2.0 mL) was stirred for 2 h under an atmosphere of argon. The reaction 

10 mixture was poured into a mixture of EtOAc/water. The aqueous phase was extracted 
with more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and 
concentrated in vacuo to afford a syrup. The syrup was stirred in a mixture of ethanol 
(5.0 mL) and glacial acetic acid (0.5 mL) for 18 h and then poured into a mixture of 
EtOAc/water. The aqueous phase was extracted with more EtOAc. The organic phases 

15 were combined, dried (MgS0 4 ), filtered, and concentrated in vacuo to afford the crude 
product. The crude product was purified by chromatography eluting with DCM/EtOAc 
(v:v = 4:1) to afford the title compound as yellow foam. 

Example 19: 

20 3-r2-Chloro-4-f4-fluoro-2-methvlphenvlaminolbenzovn-A/-r2-hvdroxvethvn-4- 
methylbenzamide (Compound 1191 

2-Bromo-5-fluorotoluene (8 nL, 0.11 mmol) was dissolved in 1 mLdry 1,4-dioxane in a 
vial under an argon atmosphere. Compound 430 (42 mg, 0.09 mmol) was added and 
dissolved in the solvent. Rac-BINAP (2.1 mg, 0.003 mmol), Pd 2 (dba) 3 (2.0 mg, 0.002 

25 mmol) and Cs 2 C0 3 (41 mg, 0.13 mmol) were added, and the reaction mixture was 
stirred under an argon atmosphere at 100 °C for 72 h. The reaction mixture was 
filtered and then dissolved in THF (1.00 mL). Tetrabutylammonium fluoride trihydrate 
(37 mg, 0.12 mmol) was added to the solution and the mixture was stirred at 60 °C for 
45 min. The reaction mixture was poured into a mixture of EtOAc/water. The organic 

30 phase was washed with Na 2 C0 3 (aq.), water, dried (MgS0 4 ), filtered, and concentrated 
in vacuo to afford the crude product. The crude product was purified by 
chromatography eluting EtOAc to afford the title compound as yellow/brown oil. 13 C 
NMR (CDCI 3 ) 5 195.6, 167.8, 160.6, 150.4, 141.2, 140.2, 136.5, 135.7, 134.3, 133.6, 
131.5, 131.4, 128.8, 127.4, 127.4, 126.9, 117.8, 115.2, 113.9, 111.7, 77.2, 62.2, 

35 42.9, 20.2, 18.1. 
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Preparation 31: 

3-r2-ChlorQ-4-f4-chloro-2-fluoro-phenylaminoVbenzo vl1-4-methvl-benzoic acid methyl 
ester (Compound 431^ 

l-Bromo-4-chloro-2-fluorobenzene (820 |iL, 6.58 mmol) was dissolved in 20 mL dry 
1,4-dioxane under an argon atmosphere. Compound 402 (2.00 g, 6.58 mmol) was 
added and dissolved in the solvent. Dicyclohexyl-(2 , / 4 , / 6 , -triisopropyl-biphenyl-2-yl)- 
phosphane (125 mg, 0.26 mmol), Pd(OAc) 2 (30 mg, 0.13 mmol) and Cs 2 C0 3 (2.68 g, 
8.22 mmol) were added, and the reaction mixture was stirred under an argon 
atmosphere at 120 °C for 48 h. The reaction mixture was filtered and then purified by 
flash chromatography using EtOAc/petroleum ether (40-60) 1:9 as the eluent to afford 
the title compound as a solid. 

Preparation 32/Examole 278: 

3-r2-Chloro-4-f4'Chloro-2-fluoro-DhenvlaminoVbenzo yl1-4-methvl-benzoic acid 
fCompound 432^ 

The reaction was carried out as described in the preparation of compound 416, using 
compound 431 (1.71 g, 3.96 mmol) as the ester. The title compound was used without 
any further purification. 13 C NMR (DMSO-d 6 ) 5 194.6, 166.7, 154.8 (d), 148.3, 141.7, 
139.0, 133.3, 131.5, 131.4, 129.5, 128.8, 127.7 (d), 127.2 (d), 127.2, 125.2 (d), 
124.8 (d), 116.9 (d), 115.6, 112.7, 19.9 

Preparation 33: 

3-r2-Chloro-4-f4-chloro->2-fluoro-phenvlaminoVbenzoy n-4-methvl-benzovl chloride 
(Compound 433^ 

To a suspension of compound 432 (100 mg, 0.24 mmol) in toluene (2 mL) was added 
thionyl chloride (35 nL, 0.48 mmol) and then refluxed for 2 h. The reaction mixture was 
concentrated in vacuo to afford the title compound without any further purification. 

Example 20; 

3-C2-Chloro-4-f4-chloro-2-fluoro-phenvlamino Vbenzovn-/V-f2-hvdroxv-ethvn-4- 
methvl-benzamide (Compound 120) 

A solution of compound 433 (80 mg, 0.18 mmol), DIEA (31 \iL, 0.18 mmol), and 2- 
amino-ethanol (22 ^L, 0.37 mmol) in dry DCM (2 mL) was stirred until completion of 
the reaction as judged by TLC (1 h). The reaction mixture was poured into a mixture of 
EtOAc/water. The aqueous phase was extracted with more EtOAc. The organic phases 
were combined, dried (MgS0 4 ), filtered, and concentrated in vacuo to afford the crude 
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product. Purification by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 40:60 to 100:0) as the eluent afforded the title 
compound as brown oil. 13 C NMR (CDCI 3 ) 8 

195.8, 167.7, 154.4 (d,J=248Hz), 147.2, 141.5, 139.6, 135.2, 133.7, 131.6, 131.5, 
129.1, 129.1, 128.7 (d,J=9.5Hz), 127.8, 127.2 (d,J=11.7Hz), 124.9 (d,J=3.6Hz), 
122.4 (d), 117.1, 117.0 (d,J=22.8Hz), 113.6, 62.1, 42.9, 20.4. 



Example 21: 

3-r2-Chloro-4-f4-chloro-2-fluoro-phenvlamino , >-benzovn -4./V-dlmethvl-benzamide 
f Compound 121} 

The reaction was carried out similarly as described in the preparation of compound 120, 
using methylamine (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 8 195.7, 167.4, 154.4 
(d), 147.1, 141.4, 139.4, 135.1, 133.5, 132.0, 131.6, 129.3, 129.0, 128.6 (d), 127.8, 
127.3 (d), 124.9 (d), 122.4 (d), 117.1, 117.0 (d), 113.6, 26.8, 20.4. 

Example 22: 

(2-f3-r2-Chloro-4-f4-chloro-2-fluoro-DhenvlaminoVbenzovn-4-methyl- benzovlamino>- 
acetylaminoVacetic acid ethyl ester (Compound 122^ 

The reaction was carried out similarly as described in the preparation of compound 120, 
using (2-amino-acetylamino)-acetic acid ethyl ester (0.13 mmol) as the amine. 13 C 
NMR (DMSO-dg) 8 194.8, 169.6, 169.4, 165.4, 154.8 (d), 148.3, 139.9, 139.1, 133.6, 

133.5, 131.3, 131.0, 129.4, 127.7 (d), 127.5, 127.2 (d), 127.1, 125.2 (d), 124.8 (d), 
117.0 (d), 115.7, 112.6, 60.3, 42.3, 40.6, 19.6, 14.0. 

Example 23: 

/3-r2-Chloro-4-f4-chloro-2-fluoro-p henvlaminoVbenzovn-4-methvl-benzoy|amino>- 
acetic acid ethyl ester (Compound 123^ 

The reaction was carried out similarly as described in the preparation of compound 120, 
using amino-acetic acid ethyl ester (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 8 

195.6, 170.0, 166.7, 154.4 (d), 147.0, 141.9, 139.5, 135.2, 133.6, 131.7, 131.1, 
129.3, 129.1, 128.5 (d), 128.1, 127.3 (d), 124.9 (d), 122.3 (d), 117.1, 117.0 (d), 

113.7, 61.7, 41.9, 20.4, 14.1. 

Example 24: 
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3-f2-ChlQro-4-f4-chloro-2-fltJoro-DhenYlamino^-b enzovn-/V-f2-methoxv-ethvn-4- 
methyl-benzaml de ( Compound 124) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-methoxy-ethylamine (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 5 195.7, 
5 166.7, 154.4 (d), 147.0, 141.5, 139.5, 135.2, 133.6, 131.9, 131.5, 129.4, 128.9, 

128.5 (d), 128.0, 127.3 (d), 124.9 (d), 122.3 (d), 117.1, 117.0 (d), 113.7, 71.1, 58.8, 
39.8, 20.4 

Example 25: 

10 3-r2-Chloro-4-f4-chloro- 2 -fluoro-phenvlaminoVben7.oyll-/V-cyclohexYl-4-methyl- 
benzamide (Compound 125) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using cyclohexylamine (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 5 195.7, 165.8, 
154.4 (d), 147.1, 141.1, 139.6, 135.2, 133.6, 132.5, 131.4, 129.3, 128.8, 128.6 (d), 
15 127.8, 127.3 (d), 124.9 (d), 122.4 (d), 117.1, 117.0 (d), 113.6, 48.9, 33.2, 25.5, 24.9, 
20.4 

Example 26: 

3-r2-Chloro-4-f4-chloro-2-fluoro-phenvlaminoVbe n zovn-yy-ethvl-4-methvl-benzamide 
f Compound 126) 

20 The reaction was carried out similarly as described in the preparation of compound 120, 
using ethylamine (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 8 195.7, 166.6, 154.4 
(d), 147.1, 141.3, 139.5, 135.2, 133.6, 132.1, 131.5, 129.3, 128.9, 128.6 (d), 127.8, 
127.3 (d), 124.8 (d), 122.4 (d), 117.1, 117.0 (d), 113.6, 35.0, 20.4, 14.8 

25 Example 27: 

3-r2-Chloro-4-f4-chloro-2-fluoro-phenvlaminoVh enzovn-/V-f6-hvdroxv-hexvl)-4- 
methyl-benzamide (Com pound 127) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 6-aminohexanol (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 5 195.8, 166.9, 
30 154.5 (d), 147.3, 141.2, 139.5, 135.1, 133.6, 132.1, 131.5, 129.0, 129.0, 128.6 (d), 

127.8, 127.3 (d), 124.8 (d), 122.6 (d), 117.1, 117.0 (d), 113.5, 62.6, 40.0, 32.5, 29.5, 
26.6, 25.3, 20.3 

Example 28: 

35 3-r2-Chloro-4-(4-chloro-2-fluoro-phenvlam ino)-benzovn-/V-isopropvl-4-methvl- 
benzamide (C ompound 128) 
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The reaction was carried out similarly as described in the preparation of compound 120, 
using isopropylamine (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) S 195.7, 165.9, 154.5 
(d), 147.2, 141.1, 139.6, 135.2, 133.6, 132.3, 131.4, 129.2, 128.8, 128.6 (d), 127.7, 
127.3 (d), 124.8 (d), 122.5 (d), 117.1, 117.0 (d), 113.6, 42.1, 22.8, 20.3 



Example 29: 

3- f2-Chloro-4-f4-chloro-2-fluQro-phenvlamlnoV benzovll-/V-isobutvl-4-methvl- 

benzamide (Compound 129) 
10 The reaction was carried out similarly as described in the preparation of compound 120, 
using isobutylamine (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 5 195.7, 166.8, 154.4 
(d), 147.1, 141.3, 139.5, 135.1, 133.6, 132.3, 131.5, 129.3, 128.8, 128.6 (d), 127.9, 
127.3 (d), 124.8 (d), 122.4 (d), 117.1, 117.0 (d), 113.6, 47.4, 28.6, 20.4, 20.2 

15 Example 30: 

3-r2-Chloro-4-f4-chloro-2-fluoro-phenvlaminoVb enzov»1-yV-f2.2-dimethvl-propvn-4- 
methyl-benzamlde (Compound 130) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2,2-dimethyl-propylamine (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 8 195.7, 
20 166.9, 154.5 (d), 147.2, 141.3, 139.6, 135.1, 133.6, 132.4, 131.5, 129.2, 128.7, 

128.6 (d), 128.0, 127.3 (d), 124.8 (d), 122.5 (d), 117.1, 117.0 (d), 113.6, 51.0, 32.2, 
27.3, 20.4 

Example 31: 

25 3-r2-Chloro-4-(4-chloro-2-fluoro-phenvlamln o , >-benzovn-/V-(3-methoxv-proPVl)-4- 
methvl-benzamide (Compound 1311 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-methoxy-propylamine (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 8 195.7, 
166.4, 154.4 (d), 147.0, 141.4, 139.4, 135.1, 133.5, 132.1, 131.6, 129.4, 129.0, 
30 128.5 (d), 127.9, 127.3 (d), 124.8 (d), 122.4 (d), 117.1, 117.0 (d), 113.6, 72.4, 58.8, 
39.2, 28.7, 20.4 



Example 32: 

3-r2-Chloro-4-(4-chloro-2-fluoro-phenv laminoVbenzovn-4-methvl-/V-r3-(2-oxo- 
35 pyrrolldin-l- vn-propvll-benzamide (Compound 132) 
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The reaction was carried out similarly as described in the preparation of compound 120, 
using l-(3-amino-propyl)-pyrrolidin-2-one (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 
8195.9, 176.3, 166.3, 154.3 (d), 146.8, 141.5, 139.2, 135.0, 133.4, 131.8, 131.6, 

129.7, 128.9, 128.7, 128.1 (d), 127.6 (d), 124.8 (d), 122.0 (d), 117.3, 116.9 (d), 

113.8, 47.5, 39.6, 35.7, 30.9, 26.2, 20.5, 18.0 

Example 33: 

3-r2-ChlQro-4-f4-chloro-2-fluQro-phenvlaminQ Vbenzovn-A/-f2-dimethvlamino-ethyn-4- 
methvl-benzamide f C ompound 133} 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-dimethylamino-ethylamine (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 
8 195.8, 166.7, 154.5 (d), 147.2, 141.4, 139.4, 135.1, 133.6, 131.8, 131.5, 129.3, 
129.0, 128.5 (d), 128.3, 127.4 (d), 124.8 (d), 122.6 (d), 117.1, 117.0 (d), 113.6, 
57.8, 44.9, 37.0, 20.4 

Example 34: 

2- Methyl-acrvllc acid 2-f3-r2-chloro-4-f4-chlQro-2-fluorn -phenvlamino^-benzovn-4- 
methvl-benzoylaminoVethvl es ter (Compound 1341 

The reaction was carried out similarly as described in the preparation of compound 404, 
using 2-methylacrylic acid 2-aminoethyl ester (61 mg, 0.37 mmol) as the amine and 
compound 432 as the acid (140 mg, 0.33 mmol). Purification was done by flash 
chromatography to afford the title compound. 13 C NMR (CDCI 3 ) 8 195.6, 167.8, 166.7, 

154.5 (d), 146.9, 141.8, 139.5, 135.9, 135.2, 133.5, 131.7, 131.6, 129.6, 129.0, 

128.6 (d), 128.0, 127.3 (d), 126.3, 124.9 (d), 122.1 (d), 117.2, 117.0 (d), 113.8, 
63.4, 39.7, 20.4, 18.3 

Example 35: 

3- r2-Chloro-4-f4-chloro-2-fluoro-phenvlaminoVbenzo vn-/V-cis-f4-hvdroxv-cvclohexyl)- 

4- methyl-benzamid e (Compound 1351 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 4-amino-cyclohexanol (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 8 195.6, 
165.9, 154.3 (d), 146.9, 141.4, 139.5, 135.2, 133.6, 132.3, 131.6, 129.6, 128.9, 
128.5 (d), 127.8, 127.3 (d), 124.9 (d), 122.1 (d), 117.3, 117.0 (d), 113.8, 66.1, 47.4, 
31.4, 27.2, 20.4 



Example 36: 
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3-f2-Chloro-4-f4-chloro-2-fluoro-phenvlaminoVbenzoyn-/V-t rans-f4-hvdroxv- 
cyclohexvl)-4-methvl-benzamlde (Compo und 136) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 4-Amino-cyclohexanol (0.13 mmol) as the amine. 13 C NMR (CDCI 3 ) 8 
195.6, 166.0, 154.4 (d), 146.9, 141.2, 139.6, 135.2, 133.6, 132.2, 131.5, 129.5, 
128.9, 128.7 (d), 127.7, 127.2 (d), 124.9 (d), 122.2 (d), 117.2, 117.1 (d), 113.7, 
69.8, 48.3, 34.0, 30.9, 20.4 

Example 37: 

f2-r3-r2-Chloro-4-f4-chloro-2-fliJoro-phenvlamino^-ben zovn-4-methvl-benzovlamino>- 
ethvl)-carbamic acid tert -butvl ester (Compound 137) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using (2-amino-ethyl)-carbamic acid tert-butyl ester (2.4 mmol) as the amine. 13 C NMR 
(DMSO-d 6 ) 8 194.8, 165.3, 155.6, 154.8 (d), 148.4, 139.6, 139.2, 133.6, 133.6, 131.8, 
131.0, 129.2, 127.8 (d), 127.2, 127.2 (d), 127.1, 125.2 (d), 124.8 (d), 117.0 (d), 
115.8, 112.6, 77.6, 39.7, 39.5, 28.1, 19.6 

Example 38: 

/V-f2-Amlno-ethvn-3-r2-chloro-4-f4-chloro-2 -fluoro-DhenvlaminoVbenzovn-4-methvl- 
benzamide ( Compound 138) 

A solution of compound 137 (100 mg, 0.8 mmol) in a mixture of EtOAc (5 mL), 
methanol (5 mL), and 4M HCI (aq, 1.5 mL) was stirred at 70 °C for 2 h. The crude 
mixture was concentrated in vacuo and purified by flash chromatography using 
MeOH/DCM/triethyl amine 20:80:1 as the eluent to afford the title compound. 13 C NMR 
(DMSO-d 6 ) 8 194.8, 165.4, 154.8 (d), 148.4, 139.6, 139.2, 133.6, 133.5, 131.7, 131.0, 
129.2, 127.7 (d), 127.3, 127.1 (d), 127.0, 125.2 (d), 124.8 (d), 117.0 (d), 115.7, 
112.6, 40.3, 40.0, 19.6 

Example 39: 

f2-f3-r2-Chloro-4-f4-chloro-2-fluoro-phenylaminoV henzoyn-4-methvl-benzovlamino>- 
acetvlaminoVacetic a rid (Compound 139) 

To a suspension of compound 122 (100 mg, 0.18 mmol) in methanol (2 mL) was added 
water (0.2 mL) followed by lithium hydroxide (21 mg, 0.89 mmol). The mixture was 
then stirred at reflux for 90 min. The reaction mixture was made acidic (pH = 5) by 
slowly addition of H 2 S0 4 (IN), and then poured into a mixture of EtOAc/water. The 
aqueous phase was extracted with more EtOAc. The organic phases were combined, 
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dried (MgS0 4 ), filtered, and concentrated In vacuo. The crude product was purified by 
flash chromatography using EtOAc with 0 to 2% acetic acid as the eluent to afford the 
title compound as yellow solid. 13 C NMR (DMSO-d 6 ) 6 194.8, 171.0, 169.1, 165.4, 154.8 
(d), 148.3, 139.9, 139.2, 133.5, 131.3, 131.0, 129.4, 127.7 (d), 127. 5, 127.2 (d), 
127.1, 125.2 (d), 124.8, 116.9 (d), 115.8, 112.6, 42.3, 40.7, 19.6 

Preparation 34: 

3-f2-Chloro-4-nitro-benzovlV4-methoxv-benz oic acid methvl ester (compound 434) 
A dry flask was charged with 3-iodo-4-methoxy-benzoic acid methyl ester (8.9 g, 30.5 
mmol) and the flask was evaporated and then filled with argon and this process 
repeated twice. Dry THF (50 mL) was added, and the solution cooled to -50 °C; then 
isopropylmagnesium chloride (15.2 mL, 2.0 M in diethyl ether, 30.5 mmol) was added 
slowly over 20 min keeping the temperature below -40 °C. On completion of the 
addition the reaction mixture was stirred at -40 °C for 45 min. A THF solution of ZnCI 2 
(5.19 g, 38.1 mmol, 1.0 M) was added dropwise over 20 min. The reaction mixture was 
stirred at 0 °C for 20 min; then 2-chloro-4-hitro-benzoyl chloride (7.04 g, 32.0 mmol) 
and Cu(OAc) 2 (122 mg, 0.61 mmol) were added and the reaction mixture was allowed 
to warm to room temperature. After 16 h the reaction mixture was poured into a 
mixture of EtOAc/water, then shaken and separated. The aqueous phase was extracted 
with more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and 
concentrated In vacuo to afford the crude product. The crude product was purified by 
flash chromatography using EtOAc/petroleum ether (40-60) 1:6 followed by 1:3 as the 
eluent to give the title compound as yellow solid. 

Preparation 35: 

3-(4-Amino-2-chloro-benzovlV4-methoxv-benzoic acid methyl ester (comp ound 435) 
The reaction was carried out similarly as described in the preparation of compound 402, 
using compound 434 (22.9 mmol) as the nitro compound. Purification was done by 
flash chromatography to afford the title compound as yellow solid. 

Preparation 36: 

3-r2-Chloro-4-f2,4-difluoro-phenvlamino)-benzovn-4 -methoxv-benzoic acid methvl 
ester (compound 436) 

The reaction was carried out similarly as described in the preparation of compound 431, 
using l-bromo-2,4-dif!uorobenzene (3.94 mmol) and compound 435 (3.28 mmol). 



WO 2005/009940 



109 



PCT/DK2004/000490 



Purification was done by flash chromatography to afford the title compound as yellow 
foam. 

Preparation 37/Example 279: 

3-r2-Chloro"4-f2,4-dmuoro-phenylaminoVbenzovn-4 -methoxv-benzoic acid (compound 
437) 

The reaction was carried out as described in the preparation of compound 416, using 
compound 436 (0.92 g, 2.13 mmol) as the ester. The title compound was used without 
any further purification. 13 C NMR (DMSO-d 6 ) 5 191.4, 166.4, 160.6, 158.7 (dd), 155.7 
(dd), 149.2, 133.8, 133.7, 133.5, 130.6, 129.2, 126.5, 126.4 (dd), 124.2 (dd), 122.8, 
114.7, 112.0, 111.7, 105.0 (dd), 56.1 

Preparation 38: 

3"r2-Chioro-4-f2.4-difluoro-phenvlamino)"benzovl1-4-methox y-benzovl chloride 
(compound 438} 

To a suspension of compound 437 (292 mg, 0.7 mmol) in toluene (3 mL) was added 
thionyl chloride (100 \iL, 1 mmol) and then refluxed for 2 h. The reaction mixture was 
concentrated in vacuo to afford the title compound without any further purification. 

Exampte 40: 

3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVbenzovlVA/- r2-hvdroxv-ethvlV4-methoxv- 
benzamide (compound 140^ 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-ethanol (0.28 mmol) and compound 438 (0.14 mmol). Purification was 
done by flash chromatography to afford the title compound as yellow solid. 13 C NMR 
(DMSO-ds) 5 191.7, 165.0, 159.2, 158.8 (dd), 155.6 (dd), 149.2, 133.8, 133.6, 131.6, 
129.0, 128.3, 126.6, 126.5, 126.4 (dd), 124.2 (dd), 114.8, 111.9 (dd), 111.7, 111.6, 
105.0 (dd), 59.7, 56.0, 42.1 

Example 41: 

3-r2-Chloro-4-r2.4-difluoro-phenvlaminoVbenzovlV/V-(2 > 2-difluoro-ethy l ) -4"methoxy- 
benzamid e (compound 141) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2,2-difluoro-ethylamine (0.28 mmol) and compound 438 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
solid. 13 C NMR (DMSO-d 6 ) 8 191.6, 165.5, 159.5, 158.8 (dd), 155.6 (dd), 149.2, 133.8, 
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133.6, 131.8, 129.2, 128.4, 126.5, 126.4 (dd), 125.5, 124.2 (dd), 114.8, 114.5 (t), 
112.0 (dd), 111.8, 111.7, 105.0 (dd), 56.1, 41.5 

Example 42: 

3-r2-Chloro-4-r2.4-difluoro-DhenvlaminoVbenz ovn-/V-f2-fluoro-ethvlV4-methoxv- 
benzamide (compound 1421 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-fluoro-ethylamine (0.28 mmol) and compound 438 (0.14 mmol). Purification 
was done by flash chromatography to afford the title compound as yellow foam. 13 C 
NMR (CDCI 3 ) 8 192.7, 166.5, 160.6, 159.1 (dd), 155.5 (dd), 147.7, 134.9, 133.4, 

132.4, 129.7, 129.5, 128.7, 126.4, 124.5 (dd), 124.1 (dd), 116.0, 112.9, 111.6 (dd), 

111.5, 104.9 (dd), 82.8 (d), 56.1, 40.5 (d) 

Example 43: 

3-r2-Chloro-4-f2.4-difluoro-DhenvlaminoVbenzo vn-yV-f2.3-dihvdroxv-propyl)-4- 
methoxv-benzamlde ( compound 1431 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-amino-propane-l,2-diol (0.28 mmol) and compound 438 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
foam. 13 C NMR (DMSO-d 6 ) 8 191.7, 165.3, 159.2, 158.8 (dd), 155.6 (dd), 149.2, 133.8, 

133.6, 131.6, 129.0, 128.3, 126.6, 126.4, 126.4 (dd), 124.2 (dd), 114.8, 111.9 (dd), 

111.7, 111.6, 105.0 (dd), 70.4, 63.9, 56.0, 42.9 

Example 44: 

/V-Carbamovlmethvl-3-r2-chloro-4-f2.4-difluoro-Dhenv lamlnoVbenzovn-4-methoxv- 
benzamlde (compound 1441 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-acetamide (0.28 mmol) and compound 438 (0.14 mmol). Purification 
was done by flash chromatography to afford the title compound as yellow solid. 13 C 
NMR (DMSO-d 6 ) 8191.8, 171.1, 165.2, 159.4, 158.8 (dd), 155.8 (dd), 149.3, 133.9, 

133.7, 131.9, 129.1, 128.6, 126.7, 126.4 (dd), 126.2, 124.3 (dd), 114.9, 112.0 (dd), 

111.8, 111.7, 105.1 (dd), 56.1, 42.4 

Preparation 39: 

3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVbe n zovn-4-methvl-benzovl chloride 
(compound 4391 
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To a suspension of compound 424 (1.8 g, 4.5 mmol) in toluene (10 mL) was added 
thionyl chloride (650 jiL, 9.0 mmol) and then refluxed for 2 h. The reaction mixture was 
concentrated in vacuo to afford the title compound without any further purification. 

Example 45: 

/V-Carbamovlmethvl-3-r2-chloro-4-f2.4-difluo ro-DhenvlaminoVbenzovn-4-methyl- 
benzamide (Compound 1451 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-acetamide (4.48 mmol) and compound 439 (2.24 mmol). Purification 
was done by flash chromatography to afford the title compound as yellow foam. 13 C 
NMR (DMSO-d 6 ) 5 194.7, 170.8, 165.3, 158.9 (dd), 155.6 (dd), 149.5, 139.7, 139.3, 
133.8, 133.7, 131.4, 131.0, 129.2, 127.3, 126.5 (dd), 126.3, 124.1 (dd), 114.8, 111.9 
(dd), 111.8, 105.0 (dd), 42.3, 19.6 

Example 46: 

/V-Benzvl-3-r2-chloro-4-f2.4-difluoro-Dhenvlaminbl- hen?ovn-4-methvl-benzamlde 
(compound 1461 

The reaction was carried out similarly as described in the preparation of compound 120, 
using benzylamine (0.13 mmol) and compound 439 (0.11 mmol). Purification was done 
by flash chromatography to afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 
S 

195.6, 166.6, 159.2 (dd), 155.7 (dd), 148.4, 141.4, 139.8, 138.1, 135.3, 133.8, 

131.7, 131.5, 128.9, 128.7, 128.3, 127.9, 127.8, 127.6, 124.8 (dd), 124.2 (dd), 
116.1, 112.6, 111.6 (dd), 104.9 (dd), 44.1, 20.3 

Example 47: 

3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVben zovi1-/V-i2-fluoro-ethvn-4-methvl- 
benzamide (compound 147) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-fluoro-ethylamine (0.13 mmol) and compound 439 (0.11 mmol). Purification 
was done by flash chromatography to afford the title compound as yellow foam. 13 C 
NMR (CDCI 3 ) 8 195.6, 166.9, 159.3 (dd), 155.7 (dd), 148.4, 141.6, 139.9, 135.3, 

133.8, 131.6, 131.4, 128.9, 128.4, 127.7, 124.7 (dd), 124.2 (dd), 116.2, 112.7, 111.6 
(dd), 104.9 (dd), 82.7 (d), 40.5 (d), 20.3 



Example 48: 
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3-r2-Chloro-4-f2.4-difluoro-phenvlamlnoVben zQvl1-4-methvl-/V-(2.2,2-trlfluoro-ethYlV 
benzamide (compound 1481 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2,2,2-trifluoro-ethylamine (0.13 mmol) and compound 439 (0.11 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
syrup. 13 C NMR (CDCI 3 ) 8_195.5, 166.9, 159.4 (dd), 155.8 (dd), 148.5, 142.1, 140.0, 

135.4, 133.9, 131.6, 130.6, 129.0, 128.2, 127.8, 124.8 (dd), 124.2 (q), 124.1 (dd), 
116.2, 112.7, 111.7 (dd), 105.0 (dd), 41.1 (q), 20.3 

Example 49: 

3-r2-Chloro-4-f2.4-difluoro-DhenvlaminoVbenzovn-/V-e thvl-4-methvl-benzamide 
(compound 149) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using ethylamine (0.13 mmol) and compound 439 (0.11 mmol). Purification was done 
by flash chromatography to afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 
8 195.7, 166.7, 159.3 (dd), 155.7 (dd), 148.4, 141.1, 139.7, 135.3, 133.8, 132.1, 

131.5, 128.9, 128.4, 127.6, 124.8 (dd), 124.2 (dd), 116.2, 112.6, 111.6 (dd), 104.9 
(dd), 35.0, 20.3, 14.8 

Example 50: 

3-r2-Chloro-4-f2.4-difluoro-phenvlamtnoVbenzovn-/V- cvclohexvlmethvl-4-methyl- 

benzamide (compound 150) 

LEO15592-000 

The reaction was carried out similarly as described in the preparation of compound 120, 
using cyclohexyl-methylamine (0.13 mmol) and compound 439 (0.11 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
foam. 13 C NMR (CDCI 3 ) 8 195.6, 166.8, 159.3 (dd), 155.7 (dd), 148.2, 141.2, 139.7, 
135.3, 133.8, 132.3, 131.5, 128.8, 128.7, 127.7, 124.5 (dd), 124.2 (dd), 116.2, 
112.7, 111.6 (dd), 105.0 (dd), 46.3, 38.0, 30.9, 26.4, 25.8, 20.4 

Example 51: 

3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVbenzovl1-/V-f 2-hvdroxv-propvlV4-methvl- 
benzamide (compound 151) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using l-amino-2-propanol (0.13 mmol) and compound 439 (0.11 mmol). Purification 
was done by flash chromatography to afford the title compound as yellow foam. 13 C 
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NMR (CDCI3) 5 195.7, 167.6, 159.3 (dd), 155.7 (dd), 148.4, 141.4, 139.8, 135.4, 
133.9, 131.6, 131.5, 129.1, 128.4, 127.7, 124.7 (dd), 124.2 (dd), 116.2, 112.7, 111.6 
(dd), 105.0 (dd), 67.4, 47.6, 21.0, 20.3 

Example 52: 

3-f2-Chloro-4-f2.4-difluQrQ-phenvlamino , )-benz ovn-/V-f2.3-dlhvdroxv-propvn-4- 
methvl-benzamide (c ompound 1521 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-amino-propane-l,2-diol (4.48 mmol) and compound 439 (2.24 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
foam. 13 C NMR (CDCI 3 ) 6 195.8, 168.3, 159.3 (dd), 155.8 (dd), 148.6, 141.5, 139.9, 
135.4, 134.0, 131.5, 130.9, 129.2, 128.0, 127.6, 124.8 (d), 124.1 (dd), 116.1, 112.6, 
111.6 (dd), 105.0 (dd), 71.1, 63.8, 42.8, 20.3 

Example 53: 

3-r2-Chloro-4-f2.4-dlfluoro-phenylaminoVbe nz6vn-/V-fl-hvdroxvmethvl-propY))-4- 
methyl-benzamide (compound 153) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-butan-l-ol (0.13 mmol) and compound 439 (0.11 mmol). Purification 
was done by flash chromatography to afford the title compound as yellow syrup. 13 C 
NMR (CDCI3) 8 195.7, 167.4, 159.3 (dd), 155.7 (dd), 148.5, 141.2, 139.8, 135.4, 
133.9, 131.8, 131.4, 128.9, 128.2, 127.7, 124.8 (dd), 124.2 (dd), 116.2, 112.6, 111.6 
(dd), 105.0 (dd), 64.9, 53.8, 24.2, 20.3, 10.7 

Example 54: 

3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVben zovn-4-methvl-/V-f 2,2,3, 3,3-pentafluoro- 
propvlVbe nzamide (compound 1541 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2,2,3,3,3-pentafluoro-propylamine (0.13 mmol) and compound 439 (0.11 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
syrup. 13 C NMR (CDCI3) 5 195.4, 166.9, 159.4 (dd), 155.7 (dd), 148.4, 142.2, 140.0, 
135.4, 133.8, 131.7, 130.6, 129.0, 128.4, 127.9, 124.8 (dd), 124.1 (dd), 116.2, 
112.7, 111.7 (dd), 105.0 (dd), 39.2 (t), 20.4 



Example 55: 
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3-r2-Chloro-4-r7!.4-difluoro-phenvlaminQVbenzo y n-/V-r3-hvdroxv-propvn-4-methYl- 
benzamlde (compou nd 1551 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-amino-propanol (0.13 mmol) and compound 439 (0.11 mmol). Purification was 
done by flash chromatography to afford the title compound as yellow syrup. 13 C NMR 
(CDCI 3 ) 6 195.7, 167.6, 159.3 (dd), 155.7 (dd), 148.4, 141.4, 139.8, 135.3, 133.8, 
131.5, 128.9, 128.4, 127.7, 124.8 (dd), 124.2 (dd), 116.2, 112.7, 111.6 (dd), 105.0 
(dd), 60.0, 37.4, 31.9, 20.3 

Example 56: 

3- r2-Chloro-4-r2.4-difluoro-Dhenvla m inoVbenzovn-A/-f2-hvdroxy-l f l-dimethyi-ethyl)- 

4- methvl-henzamide fcompound 1561 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-2-methyl-propane-l-ol (0.28 mmol) and compound 439 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
foam. 13 C NMR (CDCi 3 ) 8 195.5, 167.6, 159.3 (dd), 155.7 (dd), 148.4, 141.3, 140.0, 
135.4, 133.9, 132.2, 131.5, 128.7, 128.4, 127.6, 124.7 (dd), 124.1 (dd), 116.2, 
112.7, 111.6 (dd), 105.0 (dd), 70.6, 56.6, 24.7, 20.3 

Example 57: 

3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVhenzovn-/V- r2-hvdroxv-l-hvdroxvmethyl-l- 
methvl-ethvn-4-methyl-benzamlde ( com pound 1571 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-2-methyl-propane-l,3-diol (0.28 mmol) and compound 439 (0.14 
mmol). Purification was done by flash chromatography to afford the title compound as 
yellow foam. 13 C NMR (CDCI 3 ) 8 195.6, 167.7, 159.3 (dd), 155.7 (dd), 148.4, 141.5, 
140.0, 135.4, 133.9, 132.0, 131.5, 128.7, 128.4, 127.7, 124.7 (dd), 124.1 (dd), 
116.2, 112.8, 111.7 (dd), 105.0 (dd), 67.7, 59.2, 20.3, 20.0 

Example 58: 

•f3-f2-Chlorr»-4-r2.4-difluoro-phenvlaminoVbenzovn-4- methvl-benzovlamlno>-acetic 
acid ethyl reter (co mpound 1581 

The reaction was carried out similarly as described in the preparation of compound 120, 
using amino-acetic acid ethyl ester (0.28 mmol) and compound 439 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
foam. 13 C NMR (CDCI3) 8 195.5, 170.0, 166.6, 159.2 (dd), 155.6 (dd), 148.2, 141.9, 
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139.7, 135.3, 133.7, 131.6, 131.1, 129.0, 128.7, 128.0, 124.5 (dd), 124.3 (dd), 
116.2, 112.8, 111.6 (dd), 105.0 (dd), 61.7, 41.9, 20.4, 14.1 

Example 59: 

5 ^-r2-Chloro-4-r2.4-dlfluoro-phenvlami n QVbenzovl1-/V-r4-hvdroxv-huWn-4-methyl- 
hp pyamlde (com pound 1591 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 4-amino-butanol (0.28 mmol) and compound 439 (0.14 mmol). Purification was 
done by flash chromatography to afford the title compound as yellow foam. 13 C NMR 
10 (CDCI 3 ) 5 195.7, 166.8, 159.3 (dd), 155.7 (dd), 148.2, 141.2, 139.6, 135.3, 133.7, 

132.1, 131.5, 129.0, 128.7, 127.7, 124.6 (dd), 124.2 (dd), 116.2, 112.7, 111.6 (dd), 
105.0 (dd), 62.4, 39.9, 29.8, 26.3, 20.4 

Example 60: 

15 3-r2-Chloro-4-f2.4-dlfluoro-phenvla m inoVbenzovn-/V-f3-hvdroxv-l,l-dimethy|-butyl)- 
4-methvl-benzamlde (compound 160) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 4-amino-4-methyl-pentan-2-ol (0.28 mmol) and compound 439 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
20 foam. 13 C NMR (CDCI 3 ) 5 196.0, 165.8, 159.2 (dd), 155.6 (dd), 147.9, 141.0, 139.2, 
135.1, 133.5, 133.3, 131.4, 129.1, 128.9, 128.2, 124.6 (dd), 124.3 (dd), 116.1, 
112.7, 111.6 (dd), 105.0 (dd), 65.7, 53.8, 50.5, 28.4, 25.7, 24.6, 20.4 

Example 61: 

25 3-r2-Chloro-4-(2.4-difliioro-phenvlaminoVben zovn-4-methvl-/V-(3-phenyl-propyl)- 
benzamide (compound 1611 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-phenyl-propylamine (0.28 mmol) and compound 439 (0.14 mmol). Purification 
was done by flash chromatography to afford the title compound as yellow foam. 13 C 
30 NMR (CDCI 3 ) 8 195.6, 166.6, 159.3 (dd), 155.6 (dd), 148.2, 141.4, 141.2, 139.6, 
135.3, 133.8, 132.0, 131.5, 128.8, 128.7, 128.6, 128.4, 127.6, 126.1, 124.6 (dd), 
124.2 (dd), 116.2, 112.7, 111.6 (dd), 105.0 (dd), 39.9, 33.5, 31.0, 20.3 



Example 62: 

35 (RV3-r2-Chloro-4-(2.4-difluoro-phenvlaminoV henzovn-/V-fl-hvdroxvmethvl-3-methvl- 
butyll-4-methyl-benzamide (compound 1621 
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The reaction was carried out similarly as described in the preparation of compound 120, 
using (R)-leucinol (0.28 mmol) and compound 439 (0.14 mmol). Purification was done 
by flash chromatography to afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 
6 195.6, 167.4, 159.3 (dd), 155.7 (dd), 148.3, 141.4, 139.8, 135.4, 133.8, 131.8, 
131.5, 128.8, 128.6, 127.8, 124.6 (dd), 124.2 (dd), 116.2, 112.8, 111.6 (dd), 105.0 
(dd), 66.2, 50.6, 40.3, 25.1, 23.0, 22.3, 20.4 

Example 63: 

^-r4-f2.4-DifluorQ-DhenvlaminoVb e nzQvn-/V-f2-fluoro-ethvn-4-methYl-benzamide 
r compound 1631 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-fluoro-ethylamine (0.28 mmol) and compound 439 (0.14 mmol). Purification 
was done by flash chromatography to afford the title compound as yellow foam. 13 C 
NMR (CDCI 3 ) 8 196.0, 167.1, 159.1 (dd), 155.6 (dd), 149.2, 140.0, 139.9, 132.6, 
131.3, 131.1, 128.6, 128.2, 126.1, 124.6 (dd), 124.5 (dd), 114.1, 111.5 (dd), 104.8 
(dd), 82.6 (d), 40.5 (d), 19.7 

Example 64: 

3-r2-ChlQro-4-f2.4-difluoro-phenvlaminoVbenzovn-/V-isopropvl-4-methy|-ben zamide 
(compound 1641 

The reaction was carried out similarly as described in the preparation of compound 120, 
using isopropylamine (0.28 mmol) and compound 439 (0.14 mmol). Purification was 
done by flash chromatography to afford the title compound as yellow foam. 13 C NMR 
(CDCI 3 ) 5 195.7, 165.9, 159.2 (dd), 155.6 (dd), 148.2, 141.0, 139.8, 135.4, 133.8, 
132.3, 131.4, 128.7, 128.7, 127.6, 124.6 (dd), 124.2 (dd), 116.2, 112.7, 111.6 (dd), 
105.0 (dd), 42.0, 22.8, 20.3 

Example 65; 

3-r2-Chloro-4-(2.4-difluoro-phenvlaminoVbenzovn-/V -cvclohexvl-4-methvl-benzamide 
f compound 1651 

The reaction was carried out similarly as described in the preparation of compound 120, 
using cyclohexylamine (0.28 mmol) and compound 439 (0.14 mmol). Purification was 
done by flash chromatography to afford the title compound as yellow foam. 13 C NMR 
(CDCI 3 ) 5 195.7, 165.8, 159.3 (dd), 155.7 (dd), 148.3, 141.0, 139.8, 135.4, 133.8, 
132.5, 131.4, 128.8, 128.6, 127.6, 124.7 (dd), 124.3 (dd), 116.2, 112.7, 111.6 (dd), 
105.0 (dd), 48.9, 33.2, 25.6, 24.9, 20.3 
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Example 66: 

3-r2-Chloro-4-f2.4-difluoro-DhenvlaminoVbpn7ovl1-/V-f 2.2-difluoro-ethvn-4-methvl- 
benzamide (compound 166) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2,2-difluoro-ethylamine (0.28 mmol) and compound 439 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
foam. 13 C NMR (CDCI 3 ) 5 195.4, 167.1, 159.3 (dd), 155.7 (dd), 148.3, 142.0, 140.0, 
135.4, 133.8, 131.7, 130.8, 129.0, 128.6, 127.7, 124.6 (dd), 124.1 (dd), 116.2, 113.6 
(t), 112.8, 111.7 (dd), 105.0 (dd), 42.3 (t), 20.4 

Example 67: 

5-^3-r2-Chloro-4-f2.4-difluoro-phenvlamlnoVb enzovn-4-methvl-benzovlamino>-4-oxo- 
pentanoic acid methvl ester f compound 167) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 5-amino-4-oxo-pentanoic acid methyl ester (0.28 mmol) and compound 439 
(0.14 mmol). Purification was done by flash chromatography to afford the title 
compound as yellow foam. 13 C NMR (CDCI 3 ) 5 203.9, 195.5, 172.9, 166.5, 159.2 (dd), 
155.5 (dd), 148.2, 141.9, 139.7, 135.3, 133.8, 131.6, 131.0, 129.0, 128.6, 127.9, 
124.4 (dd), 124.3 (dd), 116.2, 112.8, 111.6 (dd), 105.0 (dd), 52.0, 49.6, 34.6, 27.6, 
20.4 

Example 68: 

/V-rf2-Carbamovl-ethylcarbamovl'>-methvn-3-r2-chlo ro-4-f2.4-difluoro-phenvlamlno)- 
benzoyll-4-methvl-benzamide (compound 168) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-(2-amino-acetylamino)-propionamide (0.28 mmol) and compound 439 (0.14 
mmol). Purification was done by flash chromatography to afford the title compound as 
yellow solid. 13 C NMR (CD 3 OD) 5 197.6, 176.6, 171.8, 169.4, 161.2 (dd), 158.0 (dd), 
151.6, 142.5, 141.5, 136.4, 135.2, 132.5, 130.5, 129.0, 128.3, 127.7 (dd), 125.8 
(dd), 116.6, 113.0, 112.7 (dd), 105.8 (dd), 44.2, 37.0, 35.9, 20.3 

Example 69: 

(2-f3-r2-Chloro-4-f2.4-difluoro-phenvlamino)-benzovn- 4-methvl-benzovlamino>- 
acetvlamin oVacetic acid ethvl ester (compound 169) 
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The reaction was carried out similarly as described in the preparation of compound 120, 
using (2-amino-acetylamino)-acetic acid ethyl ester (0.28 mmol) and compound 439 
(0.14 mmol). Purification was done by flash chromatography to afford the title 
compound as yellow foam. 13 C NMR (DMSO-d 6 ) 8 194.7, 169.7, 169.4, 165.4, 158.9 
(dd), 155.7 (dd), 149.4, 139.9, 139.4, 133.8, 133.8, 131.2, 131.0, 129.3, 127.4, 
126.5 (dd), 126.4, 124.1 (dd), 114.9, 112.0 (dd), 111.8, 105.0 (dd), 60.3, 42.2, 40.5, 
19.6, 14.0 

Example 70: 

/V-Allvl-3-r2-chloro-4-r2.4-difluoro-DhenvlaminoVbenzo vn-4-methvl-benzamide 
(compound 170) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using allylamine (0.50 mmol) and compound 439 (0.25 mmol). Purification was done 
by flash chromatography to afford the title compound. 13 C NMR (CDCI 3 ) 8 195.6, 166.5, 
159.3 (dd), 155.6 (dd), 148.1, 141.5, 139.7, 135.3, 134.0, 133.7, 131.8, 131.6, 
128.9, 128.8, 127.7, 124.5 (dd), 124.2 (dd), 116.9, 116.2, 112.8, 111.6 (dd), 105.0 
(dd), 42.5, 20.4 

Example 71: 

3-r2-Chloro-4-f2.4-difluoro-DhenylaminoVbenzovll-4- methvl-/V-f2-sulfamovl-ethvlV 
benzamide f compound 1711 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-ethanesulfonic acid amide (0.50 mmol) and compound 439 (0.25 
mmol). Purification was done by flash chromatography to afford the title compound. 13 C 
NMR (DMSO-de) 5 194.6, 165.3, 158.8 (dd), 155.8 (dd), 149.5, 139.8, 139.5, 133.8, 
131.4, 131.1, 129.0, 127.1, 126.5 (dd), 126.2, 124.1 (dd), 114.9, 112.0 (dd), 111.8, 
105.0 (dd), 53.5, 34.7, 19.6 

Example 72: 

yV-f2-Acetylamino-ethylV3-r2-chloro-4-r2.4-d ifluoro-phenvlaminoVbenzovn-4-methvl- 
benzamide (compound 1721 

The reaction was carried out similarly as described in the preparation of compound 120, 
using A/-(2-amino-ethyl)-acetamide (0.50 mmol) and compound 439 (0.25 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI 3 ) 8195.9, 172.1, 167.6, 159.3 (dd), 155.8 (dd), 148.6, 141.3, 139.8, 135.3, 
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133.8, 131.5, 131.3, 129.0, 128.1, 127.9, 124.9 (dd), 124.2 (dd), 116.2, 112.5, 111.6 
(dd), 104.9 (dd), 40.9, 39.8, 23.0, 20.3 

Preparation 40: 

4-Bromo-2-chloro-thiobenzoic acid S-pyridin-2-yl ester (c ompound 440) 
A mixture of 4-bromo-3-chlorobenzoic acid (5.00 g, 21.24 mmol), 2,2'-dithiodipyridine 
(4.68 g, 21.24 mmol) and triphenylphosphine (5.57 g, 21.24 mmoi) in acetonitrile (150 
ml) was stirred at room temperature for 0.5 h. The crystals were filtered and washed 
with petroleum ether to give the title compound. 

Preparation 41: 

3-(4-Bromo-2-chloro-benzovlV4-methoxv-benzoic acid methyl ester (compound 441) 
To a solution of 3-iodo-4-methoxy-benzoic acid methyl ester (6.31 g, 21.6 mmol) in 
THF (20 ml) was added 2 M solution of isopropylmagnesium chloride in THF (11.0 ml, 
22.00 mmol) at - 50°C. The reaction mixture was stirred at the same temperature for 
30 min. Then compound 440 (5.91 g, 18 mmol) was added. The solution was warmed 
to room temperature and stirred for 2 h at the same temperature. Afterwards, the 
solution was quenched with saturated aqueous solution of NH 4 CI. The aqueous phase 
was extracted twice with diethyl ether. The combined organic phases were dried over 
MgS0 4 and concentrated In vacuo. The crude material was dissolved in ethyl acetate 
and silica gel added. The mixture was concentrated In vacuo. The residue was purified 
by chromatography (petroleum ether/ethyl acetate 5:1) to provide title compound as 
oil, which was solidified to a white solid. 

Preparation 42: 

3-r2-Chloro-4-f2,6-difluoro-phenvlaminoVbenzovn-4-methoxv-benzoic acid methyl 
ester (compound 442) 

A mixture of compound 441 (4.65 g, 12.1 mmol), 2,6-difluoroaniline (1.87 g, 14.5 
mmol), dicyclohexyl-(2 , ,4 , ,6 , -triisopropyl-biphenyl-2-yl)-phosphane (231 mg, 0.48 
mmol), Pd(OAc) 2 (54 mg, 0.24 mmol), Cs 2 C0 3 (8.3 g, 16.9 mmol) and celite (4.0 g) in 
1,4-dioxane (30 ml) was stirred at 130°C for 18 h. The mixture was concentrated 
together with silica gel. The residue was purified by chromatography (petroleum 
ether/ethyl acetate 3:1) to give the title compound as a yellow solid. 

Preparation 43/Example 280: 
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3"[2-ChlorQ-4-f2,6-difluoro-DhenylaminoVbenzovl1-4-methoxy "benzolc acid (compound 
443^ 

The reaction was carried out as described in the preparation of compound 416, using 
compound 442 (1.00 g, 2.40 mmol) as the ester. The title compound was used without 
any further purification. 13 C NMR (DMSO-d 6 ) 5 191.5, 166.4, 160.6, 157.5 (dd), 149.0, 
133.9, 133.5, 133.3, 130.6, 129.1, 126.7, 126.5 (t), 122.9, 116.4 (t), 114.6, 112.5 
(m), 112.0, 111.7, 56.1 

Preparation 44: 

3-r2-Chioro-4-(2,6-difluoro-phenvlaminoVbenz ovn-4-methoxv-benzovl chloride 
(compound 444) 

To a suspension of compound 443 (590 mg, 1.4 mmol) in toluene (7 mL) was added 
thionyl chloride (206 \±, 2.8 mmol) and then refluxed for 2 h. The reaction mixture was 
concentrated in vacuo to afford the title compound without any further purification. 

Example 73: 

3-r2-ChlorO"4-f2,6-difluoro-DhenvlaminoVbenzovlVA/-(2-hvdroxv-ethvn-4-methoxy- 
benzamide (compound 173) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-ethanol (0.28 mmol) and compound 444 (0.14 mmol). Purification was 
done by flash chromatography to afford the title compound. 13 C NMR (CD 3 CN) 5 193.6, 
167.5, 161.1, 159.0 (dd), 149.9, 135.0, 134.4, 132.8, 130.5, 129.7, 129.4, 127.9, 
127.6 (t), 117.8 (t), 116.3, 113.3 (m), 113.2, 112.8, 62.0, 56.9, 43.5 

Example 74: 

3-r2-Chloro--4-(2.6-difluoro-phenviaminoVbenzovi1-A/-(2-fluoro-ethvlV4--methoxv- 
benzamide (compound 174) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-fluoro-ethylamine (0.28 mmol) and compound 444 (0.14 mmol). Purification 
was done by flash chromatography to afford the title compound. 13 C NMR (CDCI 3 ) 
8 192.9, 166.6, 160.6, 157.5 (dd), 147.7, 134.6, 133.0, 132.4, 129.5, 129.4, 128.7, 
126.4, 125.7 (t), 117.1 (t), 116.0, 112.8, 112.2 (m), 111.5, 82.7 (d), 56.0, 40.5 (d) 

Example 75: 

3-r2-Chloro-4-(2.6-difluoro-phenvlaminoVbenzovn"/V-(2,3-dih vdroxv-propvlV4- 
methoxv-benzamide (compound 175) 
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The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-amino-propane-l,2-diol (0.28 mmol) and compound 444 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(acetone-De) 5 192.8, 167.7, 161.1, 159.0 (dd), 149.8, 134.8, 134.1, 132.8, 130.6, 
129.6, 129.5, 127.6, 127.4 (t), 118.1 (t), 116.1, 113.1 (m), 113.0, 112.4, 72.2, 64.6, 
56.5, 43.9 

Example 76: 

3-r2-Chloro-4- t 2.6-difluoro-phenvlam inoVbenzovn-/V-f3-hvdroxv-propvlV4-metho^v- 
benzamide f compound 1761 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-amino-propan-l-ol (0.28 mmol) and compound 444 (0.14 mmol). Purification 
was done by flash chromatography to afford the title compound. 13 C NMR (CDCI 3 ) 
8193.1, 167.4, 160.5, 157.5 (dd), 147.9, 134.6, 133.2, 132.4, 129.3, 129.1, 128.7, 
126.4, 125.7 (t), 117.1 (t), 116.0, 112.7, 112.2 (m), 111.5, 59.7, 56.0, 37.1, 32.1 

Example 77: 

3-r2-Chloro-4-f2.6-difluoro-phenvlaminoVbenzQvn-4- methoxv-/V-phenethvl-benzamide 
(compound 1771 

The reaction was carried out similarly as described in the preparation of compound 120, 
using phenylethylamine (0.28 mmol) and compound 444 (0.14 mmol). Purification was 
done by flash chromatography to afford the title compound. 13 C NMR (CDCI 3 ) 8 192.8, 
166.3, 160.5, 157.4 (dd), 147.5, 138.9, 134.5, 132.9, 132.5, 129.8, 129.2, 128.8, 
128.7, 128.4, 126.9, 126.6, 125.6 (t), 117.1 (t), 116.0, 112.8, 112.2 (m), 111.6, 56.0, 
41.3, 35.8 

Example 78: 

3- r2-Chloro-4-r2.6-difluoro-phenvlaminoVbenz ovn-/V-f2-hvdroxv-l.l-dimethvl-ethvn- 

4- methoxy-benzamide (compound 1781 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-2-methyl-propan-l-ol (0.28 mmol) and compound 444 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI 3 ) 8 192.9, 167.3, 160.5, 157.5 (dd), 147.8, 134.6, 133.1, 132.5, 129.3, 129.3, 
128.5, 127.0, 125.7 (t), 117.1 (t), 116.0, 112.7, 112.2 (m), 111.5, 70.7, 56.6, 56.0, 
24.7 
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Example 79: 

3-r2-Chloro-4-r?.6-d}fluoro-DhenylaminoVbe nzQvl1-4-methoxv-/V-r2-morpho|in-4-Y|- 
ethyl)-benzamide (compound 179) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-morpholin-4-yl-ethylamine (0.28 mmol) and compound 444 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI 3 ) 5 192.9, 166.3, 160.5, 157.5 (dd), 147.7, 134.5, 133.0, 132.5, 129.5, 129.3, 
128.6, 126.9, 125.7 (t), 117.1 (t), 116.0, 112.7, 112.2 (m), 111.6, 66.9, 57.0, 56.0, 
53.3, 36.2 

Example 80; 

3-r2-Chloro-4-f2.6-difluoro-phenvlamlnoVben7 ovn-/V-f2-hvdroxv-l-hvdroxvmethyl-l- 
methvl-ethvn-4-methoxv-benzam lde (compound 180) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-2-methyl-propane-l,3-diol (0.28 mmol) and compound 444 (0.14 
mmol). Purification was done by flash chromatography to afford the title compound. 13 C 
NMR (CDCI3) 8 193.0, 167.6, 160.6, 157.4 (dd), 147.7, 134.7, 133.2, 132.4, 129.3, 
129.3, 128.8, 126.8, 125.7 (t), 117.1 (t), 116.0, 112.8, 112.2 (m), 111.4, 67.6, 59.3, 
56.0, 20.0 

Example 81: 

3-r2-Chloro-4-(2.6-difluoro-phenvlaminoVben zovn-yv-(2-hvdroxv-ethvl)-4-methoxv-/V- 
methyl-benzamide (compound 181) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-methylamino-ethanol (0.28 mmol) and compound 444 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI3) 8 192.8, 159.4, 157.4 (dd), 147.5, 134.5, 133.0, 132.7, 129.7, 129.7, 129.1, 
125.6 (t), 117.1 (t), 116.0, 112.8, 112.2 (m), 111.6, 61.2, 56.0 

Example 82: 

•r3-r2-Chloro-4-(2.6-difluoro-phenvlaminoVbenzovn-4- methoxv-benzovlamino>-acetic 
acid ethyl ester (compound 182) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using amino-acetic acid ethyl ester (0.84 mmol) and compound 444 (0.42 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI 3 ) 8 192.8, 170.1, 166.4, 160.7, 157.5 (dd), 147.6, 134.6, 133.1, 132.4, 129.5, 
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129.4, 128.9, 126.0, 125.6 (t), 117.1 (t), 116.0, 112.8, 112.2 (m), 111.5, 61.6, 56.0, 
41.9, 14.2 

Example 83: 

f2-f3-r2-Chloro-4-f2.6-difluoro-phenvlaminoVb e nzovn-4-methoxv-benzovlamino>- 
acetvlamlnoV acetic acid ethvl ester (compound 183) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using (2-amino-acetylamino)-acetlc acid ethyl ester (0.84 mmol) and compound 444 
(0.42 mmol). Purification was done by flash chromatography to afford the title 
compound. 13 C NMR (CDCI 3 ) 5 192.9, 169.9, 169.7, 166.9, 160.7, 157.5 (dd), 147.8, 
134.6, 133.2, 132.4, 129.4, 129.3, 129.2, 125.7, 125.6 (t), 117.1 (t), 116.0, 112.8, 
112.2 (m), 111.4, 61.5, 56.0, 43.7, 41.4, 14.1 

Example 84: 

3-r2-Chloro-4-f2.6-dlfluoro-phenylaminoVbenzovn-/V,/V- bis-f2-hvdroxv-ethvn-4- 
methoxy-benzamide (compound 184) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-(2-hydroxy-ethylamino)-ethanol (0.28 mmol) and compound 444 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI 3 ) 8 193.0, 172.8, 159.1, 157.4 (dd), 147.6, 134.5, 133.1, 132.5, 129.8, 129.5, 
129.2, 128.3, 125.6 (t), 117.1 (t), 116.0, 112.8, 112.2 (m), 111.6, 60.7 (bs), 53.5 
(bs), 49.9 (bs) 

Example 85: 

3-r2-Chloro-4-(2.6-difluoro-phenvlamino^-benzovn- 4-methoxv-/V./V-bis-f2-methoxv- 
ethvlVbenzamide (c ompound 185) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using bis-(2-methoxy-ethyl)-amine (0.28 mmol) and compound 444 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI3) 8 192.9, 171.4, 158.8, 157.5 (dd), 147.7, 134.5, 133.1, 132.2, 129.5, 129.5, 
129.1, 128.8, 125.6 (t), 117.2 (t), 115.9, 112.6, 112.1 (m), 111.5, 70.6, 58.8, 56.0, 
49.9 (bs), 45.5 (bs) 

Preparation 45: 

3-r2-Chloro-4-(3-fluoro-2-methvl-phenvlamino)-benz nyn-4-methvl-benzoic acid methyl 
ester (com pound 445) 
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l-Bromo-3-fluoro-2-methyl-benzene (189 mg, 1.0 mmol) was dissolved in 4 mL dry 
1,4-dioxane under an argon atmosphere. Compound 402 (304 mg, 1.00 mmol) was 
added and dissolved In the solvent. Dicyclohexyl-(2 , ,4 , / 6 , -triisopropyl-biphenyl-2-yl)- 
phosphane (19 mg, 0.04 mmol), Pd(OAc) 2 (5 mg, 0.02 mmol) and Cs 2 C0 3 (407 mg, 
1.25 mmol) were added, and the reaction mixture was stirred under an argon 
atmosphere at 120 °C for 60 h. The reaction mixture was filtered and then purified by 
flash chromatography using EtOAc/petroleum ether (40-60) 1:4 as the eluent to afford 
the title compound as a solid. 13 C NMR (CDCI 3 ) 5 

Preparation 46/Example 281: 

3-r2-Chloro-4^3-fluoro-2-methvl-Dh envlaminoVbenzovl1-4-methvl-benzoic acid 
(Compound 446) 

The reaction was carried out as described in the preparation of compound 416, using 
compound 445 (185 mg, 0.45 mmol) as the ester. The title compound was used 
without any further purification. 13 C NMR (DMSO-d 6 ) 5 194.3, 166.5, 161.3 (d), 149.9, 
141.7, 140.3 (d), 139.4, 133.8, 133.7, 131,5, 131.2, 129.2, 128.2, 127.3 (d), 125.9, 
119.4 (d), 119.2 (d), 115.0, 112.0, 111.2 (d), 19.8, 9.5 (d) 

Preparation 47: 

3-r2-Chloro-4-r3-fluoro-2-methvl-DhenvlaminoVbenzovlV4-methvl"benzovl chloride 
(Compound 447^ 

To a suspension of compound 446 (158 mg, 0.4 mmol) in toluene (3 mL) was added 
thionyi chloride (58 \iL, 0.8 mmol) and then refluxed for 2 h. The reaction mixture was 
concentrated in vacuo to afford the title compound without any further purification. 

Example 86: 

3-r2-Chloro-4-r3-fluoro-2-methvl-p henvlaminoVbenzovlV/V-(2-hvdroxv-ethvn-4- 
methvl-benzamide (compound 186) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-ethanol (0.26 mmol) and compound 447 (0.13 mmol). Purification was 
done by flash chromatography to afford the title compound. 13 C NMR (CDCI 3 ) 6 195.6, 
167.8, 162.0 (d), 149.1, 141.4, 140.0, 139.8 (d), 135.5, 134.0, 131.5, 128.9, 127.9, 
127.6, 127.2 (d), 119.7 (d), 119.0 (d), 116.3, 112.8, 112.0 (d), 62.3, 42.9, 20.3, 9.6 
(d) 

Example 87: 
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3-r2-Chloro-4-r3-fluoro-2-methvl-phenvlamin QVbenzovl1-4-methvl-/V-r2.2 r 2-trif|uorQ- 
ethyl)-benzamide ( compound 1871 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2,2,2-trifluoro-ethylamine (0.26 mmol) and compound 447 (0.13 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI 3 ) 8 195.4, 166.8, 162.0 (d), 149.2, 142.0, 140.2, 139.7 (d), 135.5, 134.0, 131.6, 
130.5, 128.9, 127.7, 127.2 (d), 124.1 (q), 119.9 (d), 119.2 (d), 116.3, 112.7, 112.1 
(d), 41.1 (q), 20.3, 9.6 (d) 

Preparation 48; 

3-r2-Chloro-4-f2-chloro-4-fluoro-D h envlamlnoVbenzovn-4-methvl-benzoic acid methyl 
ester f comp ound 4481 

The reaction was carried out similarly as described in the preparation of compound 445, 
using l-bromo-2-chloro-4-fluoro-benzene (209 mg, 1.0 mmol) as the bromide. 
Purification was done by flash chromatography to afford the title compound. 

Preparation 49/Example 282: 

3-r2-Chloro-4-f2-chloro-4-fluoro-phenvlamln oVbenzovl1-4-methvl-benzoic acid 
(Compound 4491 

The reaction was carried out as described in the preparation of compound 416, using 
compound 448 (142 mg, 0.33 mmol) as the ester. The title compound was used 
without any further purification. 13 C NMR (DMSO-d 6 ) 5 194.4, 166.5, 158.9 (d), 149.7, 
141.8, 139.3, 133.6, 131.5, 131.2, 129.6 (d), 129.3, 128.2, 127.6 (d), 126.3, 117.4 
(d), 115.3 (d), 114.9, 111.9, 19.8 

Preparation 50: 

3-r2-Chloro-4-f2-chloro-4-fluoro-phenvlamin oVbenzovn-4-methvl-benzoy| chloride 
(Compound 450) 

To a suspension of compound 449 (102 mg, 0.24 mmol) in toluene (3 mL) was added 
thionyl chloride (35 nL, 0.5 mmol) and then refluxed for 2 h. The reaction mixture was 
concentrated in vacuo to afford the title compound without any further purification. 

Example 88: 

3-r2-Chloro-4-f2-chloro-4-fluoro-ph envlaminoVbenzovn-/V-(2-hvdroxy-ethyl)-4- 
methvl-be nzamide (compound 188) 
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The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-ethanol (0.26 mmol) and compound 450 (0.13 mmol). Purification was 
done by flash chromatography to afford the title compound. 13 C NMR (CDCI 3 ) 5 195. 6, 

167.7, 158.6 (d), 147.7, 141.5, 139.6, 135.3, 133.7, 133.4 (d), 131.6, 131.5, 129.1, 

127.8, 127.3 (d), 123.2 (d), 117.5 (d), 117.0, 114.9 (d), 113.5, 62.2, 42.9, 20.4 

Example 89: 

3-r2-Chloro- 4-f2-chloro-4-fluoro-phenvlam 
ethvH-benz amide f compound 189T 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2,2,2-trifluoro-ethylamine (0.26 mmol) and compound 450 (0.13 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI 3 ) 5 195.4, 166.7, 158.7 (d), 147.7, 142.3, 139.9, 135.4, 133.7, 133.3 (d), 131.7, 
130.6, 129.0, 127.9, 127.3 (d), 124.1 (q), 123.2 (d), 117.6 (d), 116.9, 114.9 (d), 
113.5, 41.1 (q), 20.4 

Preparation 51: 

3-r2-Chloro-4-f4-fluoro-DhenylaminoVbenzoyl1-4-methyl"benzoic acid methyl ester 
(Compound 451) 

The reaction was carried out similarly as described in the preparation of compound 445, 
using l-bromo-4-fluoro-benzene (110 \iL, 1.0 mmol) as the bromide. Purification was 
done by flash chromatography to afford the title compound. 

Example 90: 

3-r2-Chloro-4-f4-fluorO"phenylamino)-benzoyl1"A/-f2-hydroxy-ethylV4-methvl- 
benzamide (compound 190^ 

To a solution of compound 451 (96 mg, 0.24 mmol) in acetonitrile (0.7 mL) and 2- 
amino-ethanol (0.50 mL) was added K 2 C0 3 (50 mg, 0.36 mmol) and stirred for 18 h at 
RT. The reaction mixture was poured into a mixture of EtOAc/water. The aqueous 
phase was extracted with more EtOAc. The organic phases were combined and 
concentrated on silica gel In vacuo. Purification was done by flash chromatography 
eluting with mixtures of MeOH/DCM to afford the title compound as yellow syrup. 13 C 
NMR (CDCI3) 5 195.9, 167.9, 159.5 (d), 149.5, 141.0, 140.0, 135.8 (d), 135.5, 134.2, 
131.4, 128.9, 127.4, 126.8, 123.9 (d), 116.3 (d), 115.7, 112.1, 61.7, 42.9, 20.2 

Preparation 52: 
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3-(2-Chloro-4-phenvlamino-benzoyn-4-methyl-benzoic acid m ethvl ester (Compound 
452) 

The reaction was carried out similarly as described in the preparation of compound 445, 
using bromo-benzene (110 jxL, 1.0 mmol) as the bromide. Purification was done by 
flash chromatography to afford the title compound. 

Example 91: 

3-(2-Chloro-4-phenvlamino-benzovlV/V-f2 -hvdroxv-ethvlV4-methvl-behzamide 
(compound 1911 

The reaction was carried out similarly as described in the preparation of compound 190, 
using 2-amino-ethanol (0.50 mL) and compound 452 (0.26 mmol). Purification was 
done by flash chromatography to afford the title compound. 13 C NMR (DMSO-d 6 ) 
5 194.6, 165.2, 148.7, 140.3, 139.4, 134.1, 133.9, 131.7, 130.9, 129.4, 129.0, 127.1, 
126.1, 122.8, 120.2, 115.3, 112.2, 59.6, 42.1, 19.5 

Preparation 53: 

3-r2-Chloro-4-(3.5-dlfluoro-pheny»amino1-benzovn-4- methvl-benzoic acid methvl ester 
(Compound 4531 

The reaction was carried out similarly as described in the preparation of compound 445, 
using l-bromo-3,5-difluoro-benzene (115 jiL, 1.0 mmol) as the bromide. Purification 
was done by flash chromatography to afford the title compound. 

Example 92: 

3-r2-Chloro-4-(3.5-difluoro-phenviaminoVbenzovn-yv-(2 -hvdroxv-ethvn-4-methvl- 
benzamlde (compound 1921 

The reaction was carried out similarly as described in the preparation of compound 190 
using 2-amino-ethanol (0.50 mL) and compound 453 (0.26 mmol). Purification was 
done by flash chromatography to afford the title compound. 13 C NMR (DMSO-d 6 ) 
S 194.9, 165.2, 163.1 (dd), 146.5, 143.9 (t), 139.8, 138.8, 133.5, 133.3, 131.8, 131.1 
129.3, 128.5, 127.5, 117.4, 114.1, 101.2 (m), 96.7 (t), 59.6, 42.1, 19.7 

Preparation 54: 

3-r2-Chloro-4-(3-fluoro-phenvlamino1-benzovn-4-me thvl-benzoic acid methvl ester 
(Compound 454) 
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The reaction was carried out similarly as described in the preparation of compound 445, 
using l-bromo-3-fluoro-benzene (110 \xL, 1.0 mmol) as the bromide. Purification was 
done by flash chromatography to afford the title compound. 

Example 93: 

3-r2-Chloro-4-f3-fluoro-DhenvlaminoVbenzoY l1-A/-f2-hvdroxv-ethvlV4-methvl- 
benzamide (compound 193^ 

The reaction was carried out similarly as described in the preparation of compound 190, 
using 2-amino-ethanol (0.50 mL) and compound 454 (0.26 mmol). Purification was 
done by flash chromatography to afford the title compound. 13 C NMR (DMSO-d 6 ) 
5 194.8, 165.2, 162.8 (d), 147.6, 142.6 (d), 139.6, 139.1, 133.8, 133.6, 131.8, 131.0 
(d), 131.0, 129.2, 127.3, 116.3, 115.2, 113.1, 108.7 (d), 105.9 (d), 59.6, 42.1, 19.6 

Preparation 55: 

3-r2-Chloro-4-f4-fluoro-DhenvlaminoVbenzoyn-4-me thoxv-benzoic acid methyl ester 
( Compound 455V 

The reaction was carried out similarly as described in the preparation of compound 431, 
using l-bromo-4-fluoro-benzene (1.88 mmol) and compound 435 (1.56 mmol). 
Purification was done by flash chromatography to afford the title compound as yellow 
foam. 

Example 94: 

3-r2-Chloro>4-f4-fluoro--phenvlaminoVbenzoyl1-/V-f2"hvdroxv-ethvlV4-methoxY- 
benzamide (compound 194^ 

The reaction was carried out similarly as described in the preparation of compound 190, 
using 2-amino-ethanol (0.50 mL) and compound 455 (0.15 mmol). Purification was 
done by flash chromatography to afford the title compound. 13 C NMR (DMSO-d 6 ) 
5 191.6, 165.0, 159.1, 158.0 (d), 148.9, 136.6 (d), 134.1, 133.8, 131.5, 129.1, 128.2, 
126.4, 126.2, 122.6 (d), 116.0 (d), 114.8, 111.7, 111.5, 59.7, 56.0, 42.1 

Preparation 56: 

3-f2-Chloro-4-phenvlamino-benzoylV4-metho xv-benzoic acid methyl ester (Compound 
456) 

The reaction was carried out similarly as described in the preparation of compound 431, 
using bromobenzene (1.88 mmol) and compound 435 (1.56 mmol). Purification was 
done by flash chromatography to afford the title compound as yellow foam. 
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Example 95; 

3-f2-Ch1oro-4-phenvlamlno-benzov 
(compound 195) 

The reaction was carried out similarly as described in the preparation of compound 190, 
using 2-amino-ethanol (0.50 mL) and compound 456 (0.15 mmol). Purification was 
done by flash chromatography to afford the title compound. 13 C NMR (DMSOd 6 ) 
5 191.6, 165.0, 159.1, 148.4, 140.4, 134.0, 133.7, 131.5, 129.4, 129.1, 128.2, 126.4, 
126.4, 122.7, 120.0, 115.2, 112.1, 111.5, 59.7, 56.0, 42.1 

Preparation 57/Example 283: 

3-f2"Chloro-4-f4-fluoro-DhenvlaminoVbenzovn-4-me thoxv-benzoic acid (Compound 
457} 

The reaction was carried out as described in the preparation of compound 416, using 
compound 455 (230 mg, 0.56 mmol) as the ester. The title compound was used 
without any further purification. 

Preparation 58: 

3-r2'ChlorO"4-(4-fluoro-phenvlaminoVbenz ovn-4-methoxv-benzovl chloride 
(Compound 458) 

A suspension of compound 457 (0.56 mmol) In toluene (2 mL) was added thionyl 
chloride (81 ^iL, 1.1 mmol) and then refluxed for 2 h. The reaction mixture was 
concentrated in vacuo to afford the title compound without any further purification. 

Example 96: 

3-r2-Chloro-4-(4-fluoro-phenvlaminoVbenzoyn"/V--(2,2 -difluoro-ethvlV4--methoxv- 
benzamide (compound 196) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2,2-difluoro-ethylamine (0.28 mmol) and compound 458 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI 3 ) 5 192.6, 166.8, 160.7, 159.6 (d), 148.8, 135.9 (d), 135.2, 133.7, 132.3, 129.8, 
128.7, 128.5, 125.7, 124.1 (d), 116.4 (d), 115.5, 113.7 (t), 112.3, 111.5, 56.1, 42.3 
(t) 



Example 97: 
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3-r2-Chloro-4-(4-fluoro-phenvla^ 
benzamide (compound 197} 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-fluoro-ethylamine (0.28 mmol) and compound 458 (0.14 mmol). Purification 
was done by flash chromatography to afford the title compound. 13 C NMR (CDCI 3 ) 
8192.6, 166.6, 160.5, 159.6 (d), 148.7, 136.0 (d), 135.2, 133.7, 132.1, 129.7, 128.6, 
128.6, 126.4, 124.0 (d), 116.4 (d), 115.5, 112.3, 111.5, 82.8 (d), 56.1, 40.5 (d) 

Example 98: 

3-[2"Chloro-4-f4'fluoro-phenylamlnoVbenzovn"A/-f2.3-dihvdroxv-DroDvlV 4-methoxv- 
benzamide (compound 198^> 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-amino-propane-l,2-diol (0.28 mmol) and compound 458 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(mix) 8 193.2, 168.1, 160.5, 159.5 (d), 149.0, 136.1 (d), 135.3, 134.0, 132.4, 129.6, 
128.9, 128.0, 126.0, 123.8 (d), 116.4 (d), 115.5, 112.2, 111.5, 71.1, 63.7, 56.1, 42.7 

Example 99: 

/V-Carbamoylmethvl-3-r2-chloro-4-f4-fluoro-phenvlaminoVbenzovlV4-methoxv- 
benzamide (compound 199) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-acetamide (0.28 mmol) and compound 458 (0.14 mmol). Purification 
was done by flash chromatography to afford the title compound. 13 C NMR (DMSO-d 6 ) 
8 191.7, 171.1, 165.3, 159.4, 158.1 (d), 149.0, 136.8 (d), 134.1, 133.9, 131.8, 129.2, 
128.5, 126.4, 126.2, 122.7 (d), 116.1 (d), 114.9, 111.8, 111.7, 56.1, 42.4 

Preparation 59/Example 284: 

3-(2-Chloro-4-phenvlamino-benzoylV4-methoxv-benzoic acid (Compound 459) 
The reaction was carried out as described in the preparation of compound 416, using 
compound 456 (264 mg, 0.67 mmol) as the ester. The title compound was used 
without any further purification. 

Preparation 60: 

3-(2-Chloro-4-phenylamino-benzovlV4-methoxy-benzovl chloride (Compound 460) 
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To a suspension of compound 459 (0.67 mmol) in toluene (2 mL) was added thionyl 
chloride (98 \iL, 1.3 mmol) and then refluxed for 2 h. The reaction mixture was 
concentrated in vacuo to afford the title compound without any further purification. 

Example 100: 

3-(2-Chloro-4-nhenvlamlno-benzovlV/V-f2.2-di fluoro-ethvn-4-methoxv-benzamide 
(compound 2001 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2,2-difluoro-ethylamine (0.28 mmol) and compound 460 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(CDCI 3 ) 8 192.6, 166.8, 160.7, 148.1, 140.1, 135.1, 133.6, 132.4, 129.8, 129.6, 128.7, 
125.7, 123.9, 121.1, 116.1, 113.7 (t), 112.9, 111.5, 56.1, 42.3 (t) 

Example 101; 

3-f2-Chloro-4-Dhenvlamino-benzovn-/V-f2-fluoro-ethvl')-4-methoxv-henzam ide 
(compound 201) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-fluoro-ethylamine (0.28 mmol) and compound 460 (0.14 mmol). Purification 
was done by flash chromatography to afford the title compound. 13 C NMR (CDCI 3 ) 
8192.6, 166.6, 160.5, 148.0, 140.2, 135.1, 133.6, 132.2, 129.7, 129.6, 128.9, 128.6, 
126.4, 123.8, 121.1, 116.1, 113.0, 111.5, 82.8, 56.1, 40.5 

Example 102: 

3-(2-ChlorQ-4-phenylamino-ben?Qvll-/V-f2.3-dihvdro xy-proovn-4-methoxv-benzamide 
(compound 2021 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-amino-propane-l,2-diol (0.28 mmol) and compound 460 (0.14 mmol). 
Purification was done by flash chromatography to afford the title compound. 13 C NMR 
(mix) 8193.2, 168.1, 160.5, 148.3, 140.1, 135.2, 133.9, 132.4, 129.6, 128.9, 128.2, 
126.0, 123.7, 121.0, 116.0, 112.8, 111.5, 71.1, 63.7, 56.1, 42.7 

Example 103: 

/V-Carbamovlmethvl-3-r2-chloro-4-phenvlam l no-benzovn-4-methoxv-benzamlde 
(compound 2031 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-acetamide (0.28 mmol) and compound 460 (0.14 mmol). Purification 
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was done by flash chromatography to afford the title compound. 13 C IMMR (mix) 5 193.2, 
172.2, 167.3, 160.7, 148.6, 140.3, 135.3, 133.9, 132.3, 129.8, 129.6, 129.2, 128.1, 
125.7, 123.7, 121.0, 116.0, 112.8, 111.5, 56.1, 43.1 

Preparation 61: 

4-Chloro-3-(2-chloro-4-nitro-benzoyl)-benzoic acid methyl ester (compound 461) 
A dry flask was charged with 4-chloro-3-iodo-benzoic acid methyl ester (5.0 g, 16.9 
mmol) and the flask was evaporated and then filled with argon and this process 
repeated twice. Dry THF (35 mL) was added, and the solution cooled to -40 °C; then 
isopropylmagnesium chloride (8.85 mL, 2.0 M in diethyl ether, 17.7 mmol) was added 
slowly over 20 min keeping the temperature below -40 °C. On completion of the 
addition the reaction mixture was stirred at -40 °C for 45 min. A THF solution of ZnCI 2 
(2.32 g, 17.0 mmol, 0.9 M) was added dropwlse over 20 min. The reaction mixture was 
stirred at 0 °C for 20 min; then 2-chloro-4-nitro-benzoyl chloride (3.7 g, 17 mmol) and 
Cu(OAc) 2 (68 mg, 0.34 mmol) were added and the reaction mixture was allowed to 
warm to room temperature. After 16 h the reaction mixture was poured into a mixture 
of EtOAc/water, then shaken and separated. The aqueous phase was extracted with 
more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and 
concentrated in vacuo to afford the crude product. The crude product was purified by 
flash chromatography using EtOAc/petroleum ether 1:6 as the eluent to give the title 
compound as yellow solid. 

Preparation 62: 

3-f4-Amino-2-chloro-benzovn-4-chloro-benzoic acid methvl ester (compound 462^ 
To a solution of compound 461 (3.31 g, 9.35 mmol) in methanol (125 mL) was added 
zinc dust (6.1 g, 94 mmol) and ammonium chloride (2.5 g, 47 mmol) in one portion 
under stirring. A CaCI 2 tube was mounted on the flask and the flask was placed in an oil 
bath with a temperature of 90 °C. After 18 h the reaction mixture was cooled to RT, 
filtered, and then poured into a mixture of EtOAc/water. The aqueous phase was 
extracted with more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, 
and concentrated in vacuo to afford the crude product. The crude product was purified 
by flash chromatography using EtOAc/pentane 1:1 as the eluent. The product was 
triturated in DCM and then filtered and dried to give the title compound as light yellow 
solid. 



Preparation 63: 
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4-Chloro-3-r2-chloro-4-( 2.4-difluoro-phenylaminoVbenzoyn-benzoic acid methyl ester 
(compound 463) 

l-Bromo-2,4-difluorobenzene (87 n.L, 0.77 mmol) was dissolved In 2.5 ml. dry toluene 
under an argon atmosphere. Compound 462 (250 mg, 0.77 mmol) was added and 
5 dissolved in the solvent. 4 / 5-bis-dlphenylphosphanyl-9 / 9-dimethyl-9H-xanthene (13 
mg, 0.023 mmol), Pd(OAc) 2 (3.5 mg, 0.015 mmol) and Cs 2 C0 3 (352 mg, 1.08 mmol) 
were added, and the reaction mixture was stirred under an argon atmosphere at 120 
°C for 24 h. The reaction mixture was filtered and then purified by flash 
chromatography using EtOAc/petroleum ether 1:2 as the eluent to afford the title 
10 compound as a solid. 

Example 104: 

4-Chloro-3-r2-chloro-4-f2,4-difluoro-DhenvlaminoVbenzovn "/V-f2-hvdroxv-ethvlV 
benzamide (compound 204) 

15 The reaction was carried out similarly as described in the preparation of compound 190, 
using 2-amino-ethanol (0.50 mL) and compound 463 (0.12 mmol). Purification was 
done by flash chromatography using MeOH/DCM 7:93 to afford the title compound. 13 C 
NMR (DMSO-de) 6 190.9, 164.6, 159.1 (dd), 156.0 (dd), 150.4, 139.4, 134.9, 134.8, 
133.4, 132.9, 130.4, 130.0, 127.8, 127.0 (dd), 124.4, 123.9 (dd), 115.2, 112.1 (dd), 

20 111.9, 105.2 (dd), 59.6, 42.4 

Example 105: 

f2-r3-Chloro-4-r5-f2"hvdroxv-ethvlcarbamovn'2-methvh benzovn-Dhenvlamino>" 
phenylVcarbamic acid ethyl ester (compound 205) 

25 To a solution of compound 112 (100 mg, 0.24 mmol) in DMF (1 mL) was added K 2 C0 3 
(66 mg, 0.48 mmol) and ethyl chloroformate (23 nL, 0.24 mmol) under stirring. After 1 
h the reaction mixture was poured into a mixture of EtOAc/water. The aqueous phase 
was extracted with more EtOAc. The organic phases were combined, dried (MgS0 4 ), 
filtered, and concentrated in vacuo to afford the crude product. The crude product was 

30 purified by continuous gradient flash chromatography eluting with DCM/methanol (v:v 
= 100:0 to 98:2) to afford the title compound as yellow foam. 13 C NMR (DMSO-d 6 ) 
5 194.6, 165.3, 154.0, 149.9, 139.6, 139.3, 133.8, 133.8, 132.4, 131.8, 131.6, 130.8, 
128.9, 127.0, 125.6, 125.0, 124.6, 124.5, 124.0, 114.9, 111.8, 60.3, 59.6, 42.1, 19.5, 
14.4 

35 

Example 106: 
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3-f2-Chloro-4-f2-propionvlami^ 
methyl-benzamide (compound 206) 

To a solution of compound 112 (100 mg, 0.24 mmol) in glacial acetic acid (1 mL) was 
added propionic anhydride (33 pL, 0.26 mmol) under stirring. After 1 h the reaction 
5 mixture was concentrated in vacuo. Cyclohexane was added and the mixture was 
concentrated in vacuo. The crude product was purified by continuous gradient flash 
chromatography eluting with DCM/(EtOAc:MeOH:acetic acid 95:5:0.5) (v:v = 95:5 to 
90:10) to afford the title compound as yellow foam. 13 C NMR (DMSO-d 6 ) S 194.6, 
172.3, 165.3, 149.7, 139.6, 139.3, 133.7, 132.3, 132.1, 131.8, 130.8, 128.9, 127.1, 
10 125.7, 125.1, 124.7, 124.2, 115.0, 111.9, 59.6, 42.1, 29.0, 19.5, 9.5 

Example 107: 

3-r4^2-Acetvlamino-DhenvlaminoV2-chlo ro~benzovn-A/-f2-hvdroxv-ethvn-4-methyl- 
benzamide (compound 207^ 

15 To a solution of compound 112 (100 mg, 0.24 mmol) in glacial acetic acid (1 mL) was 
added acetic anhydride (25 \iL, 0.26 mmol) under stirring. After 1 h the reaction 
mixture was concentrated in vacuo. Cyclohexane was added and the mixture was 
concentrated in vacuo. The crude product was purified by flash chromatography eluting 
with EtOAc:MeOH:acetic acid 95:5:0.5 to afford the title compound as yellow foam. 13 C 

20 NMR (DMSO-de) 5 194.6, 168.6, 165.3, 149.6, 139.5, 139.4, 133.7, 133.7, 132.1, 
131.8, 130.9, 128.9, 127.2, 125.8, 125.1, 124.6, 123.9, 115.2, 111.9, 59.6, 42.1, 
23.4, 19.5 

Example 108: 

25 yV-(2--f3-Chloro-4-r5-r2"hvdroxv-ethvlcarbamovn-2-methvl-be nzoyl1-phenvlamino>- 
phenylVsuccinamlc acid (compound 208) 

To a solution of compound 112 (100 mg, 0.24 mmol) in glacial acetic acid (1 mL) was 
added succinic anhydride (26 mg, 0.26 mmol) under stirring. After 1 h the reaction 
mixture was concentrated in vacuo. Cyclohexane was added and the mixture was 
30 concentrated in vacuo. The crude product was purified by flash chromatography eluting 
with EtOAc:MeOH: acetic acid 90:10:1 to afford the title compound as yellow foam. 13 C 
NMR (DMSO-d 6 ) 5 194.6, 173.8, 171.9, 165.3, 149.6, 139.5, 139.3, 133.8, 133.7, 
132.1, 131.9, 131.7, 130.9, 128.9, 127.1, 125.8, 125.1, 124.9, 124.5, 123.7, 115.2, 
112.0, 59.6, 42.1, 30.7, 28.9, 19.5 

35 

Preparation 64: 
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2-Methvl-acrvlic acid 2-f3-( 2-«f 3-chloro-4-r5-(2-hvdroxy-ethvlcarbamovn-2-rnethvl- 

benzoyl1-phenvlamino>-phenvl)-ureido1-ethvl ester (compound 464^ 

To a solution of compound 112 (149 mg, 0.35 mmol) in dry pyridine (1 mL) was added 

2- methyl-acrylic acid 2-isocyanato-ethyl ester (55 \xL, 0.39 mmol) under stirring. After 
1 h the reaction mixture was poured into a mixture of EtOAc/water. The aqueous phase 
was extracted with more EtOAc. The organic phases were combined, dried (MgS0 4 ), 
filtered, and concentrated in vacuo to afford the crude product. The crude product was 
purified by continuous gradient flash chromatography eluting with EtOAc/methanol (v:v 
= 100:0 to 95:5) to afford the title compound as yellow foam. 

Example 109: 

3- f2-Chloro-4-f2-r3-(2-hvdroxv-ethvn-ureido1-phenvla mino>-benzovn-/V-f2-hvdroxv- 
ethyl)-4-methyl-benzamide (compound 209^ 

To a solution of compound 464 (115 mg, 0.20 mmol) in ethanol (1 mL) was added 
NaOH (2M, 150 jxL, 0.30 mmol) and then refiuxed for 2 h. The reaction mixture was 
cooled to RT and then poured into a mixture of EtOAc/water. The aqueous phase was 
extracted with more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, 
and concentrated in vacuo to afford the crude product. The crude product was purified 
by flash chromatography eluting with MeOH/DCM 5:95 and 10:90 to afford the title 
compound as solid. 13 C NMR (DMSO-d 6 ) 5 194.7, 165.4, 155.4, 151.4, 139.8, 139.4, 
136.6, 134.1, 134.0, 131.8, 130.9, 128.9, 128.1, 127.2, 126.4, 126.3, 125.3, 121.8, 
120.2, 114.8, 111.4, 60.4, 59.7, 42.2, 41.9, 19.6 

Preparation 65: 

4- (2-Chloro-4-nitro-benzovlV3-methyl-benzoic acid methyl ester (Compound 465) 
The reaction was carried out similarly as described in the preparation of compound 401, 
using 4-iodo-3-methylbenzoic acid methyl ester (3.5 g, 12.5 mmol) as the iodide. 
Purification was done by flash chromatography using EtOAc/pentane 1:9 to afford the 
title compound as light brown solid. 

Preparation 66: 

4-(4-Amino-2-chtoro-benzovlV3-methvl-benzo ic acid methyl ester (Compound 466) 
The reaction was carried out similarly as described in the preparation of compound 402 
using compound 465 (3.0 g, 9.1 mmol) as the nitro compound. Purification was done 
by flash chromatography using EtOAc/DCM 1:15 to afford the title compound as yellow 
foam. 
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Preparation 67: 

4-f4-CarboxY-2"methvNben2oyl)-3-chloro-phenvl-ammonium aceta te (Compound 467) 
To a solution of compound 466 (250 mg, 0.82 mmol) in ethanol (10 mL) was added a 
solution of sodium hydroxide (2 M, 10 mL) and then stirred under reflux for 90 min. 
The reaction mixture was made weakly acidic (pH = 4) by slowly addition of acetic acid 
(100), and then poured into a mixture of EtOAc/water. The aqueous phase was 
extracted with more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, 
and concentrated in vacuo to afford the title compound as yellow syrup. It was used 
without any further purification. 

Preparation 68: 

f4-Amino-2-chloro-Dhenvn-r2-methvl-4-fmorpholine-4-carbonvn-phenvn-met han o ne 
f Compound 468) 

The reaction was carried out similarly as described in the preparation of compound 404, 
using compound 467 (106 mg, 0.37 mmol) as the acid. Purification was done by flash 
chromatography using MeOH/DCM 0:100, 1:100 and 2:100 to afford the title 
compound as foam. 

Example 110: 

r2-Chloro-4-f4-fiuoro-2-methyl-phenylamino)-phenyl1-r2-methyl-4-fmorpholine-4- 
carbonyl)-phenyl"l-methanone (compound 210) 

2-Bromo-5-fluorotoluene (56 fiL, 0.44 mmol) was dissolved in 3 mL dry 1,4-dioxane in 
a vial under an argon atmosphere. Compound 468 (132 mg, 0.37 mmol) was added 
and dissolved in the solvent. Rac-BINAP (8.6 mg, 0.014 mmol), Pd 2 (dba) 3 (8.5 mg, 
0.009 mmol) and Cs 2 C0 3 (169 mg, 0.52 mmol) were added, and the reaction mixture 
was stirred under an argon atmosphere at 100 °C for 48 h. The reaction mixture was 
filtered and then purified by flash chromatography using EtOAc/DCM 1:3 as the eluent 
to afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 8 195.5, 169.8, 160.7, 
150.2, 141.1, 138.1, 137.2, 136.5, 135.7, 134.2, 133.6, 129.7, 129.2, 127.3, 127.3, 
123.9, 117.9, 115.2, 113.9, 111.5, 66.9, 48.2, 42.5, 20.2, 18.1 

Preparation 69: 

2-r2-( f 4-Bromo-3-methyl-phenoxy)-ethoxv1-tetrahvdro-pyran fCompound 469) 

A solution of 4-bromo-3-methyl-phenol (10.6 g, 56.9 mmol) and 2-(2-bromo-ethoxy)- 

tetrahydro-pyran (11.9, 56.9 mmol) were dissolved in dry DMF (25 mL). K 2 C0 3 (19.7 g 
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142 mmol) was added and the resulting reaction mixture was stirred at 80 °C for 48 h. 
The reaction mixture was cooled to RT and poured into a mixture of EtOAc and aqueous 
NaOH (2 N). The organic phase was separated, dried (MgS0 4 ), filtered, and 
concentrated in vacuo to give the crude product. The crude product was purified by 
flash chromatography using EtOAc/pentane 1:20 as the eluent to afford the title 
compound as colourless oil. 

Preparation 70: 

f2>Chloro-4-nitro-DhenylV^2-methyl-4-r2-ftetrahvdro-Dvran-2"VloxvVethoxvV 
phenvlVmethanone (Compound 4701 

n-Butyllithium (30.3 mL, 1.46 M in hexane, 44.3 mmol) was added dropwise (30 min) 
to a solution of compound 469 (13.95 g, 44.3 mmol) in THF (40 mL) at -78 °C and the 
resulting mixture was stirred for 30 min. A THF solution of dry ZnCI 2 (55 mmol, 1.0 M, 
55 mL) was added with a syringe and the reaction mixture was allowed to warm to 
room temperature. After 2 h the reaction mixture was cooled to 0 °C, and 
tetrakis(triphenylphosphine)palladium(0) (2.55 g, 2.21 mmol) was added followed by 
the addition of 2-chloro-4-nitrobenzoyl chloride (10.9 g, 46.0 mmol) in THF (10 mL). 
The stirring reaction mixture was allowed to warm to room temperature overnight. The 
mixture was partitioned between EtOAc (200 mL) and 1 N HCI (200 mL), and the 
aqueous phase was extracted with more EtOAc (200 mL). The combined organic 
extracts were washed with brine, dried over MgS0 4 and concentrated in vacuo. The 
residue was purified by flash chromatography using petroleum ether/EtOAc 9:1 to 
afford the title compound as a yellow syrup. 

Preparation 71: 

f4-Amino-2-chloro-Dhenvn-f2-methyl-4-r2-ftetrahvdro- pvran-2-vloxvVethoxv1- 
phenylVmethanone (Compound 4711 

The reaction was carried out similarly as described in the preparation of compound 402, 
using compound 470 (3.0 g, 9.1 mmol) as the nitro compound. Purification was done 
by flash chromatography using EtOAc/petroleum ether 1:4 followed by 1:2 to afford the 
title compound as yellow foam. 

Preparatio n 72/Example 285: 

r2-Chloro-4-r2-nitro-PhenvlaminoVphenvn--r2-methvl-4-r2-(tetr ahvdro-pyran-2- 
vloxvVethoxyl-phenvlVmethanone (Compound 472) 
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l-Iodo-2-nitro-benzene (1.38 g, 5.54 mmol) was dissolved in 40 mL dry 1,4-dioxane 
under an argon atmosphere. Compound 471 (1.77 g, 4.54 mmol) was added and 
dissolved in the solvent. Rac-BINAP (106 mg, 0.17 mmol), Pd 2 (dba) 3 (104 mg, 0.11 
mmol) and Cs 2 C0 3 (2.07 g, 6.30 mmol) were added, and the reaction mixture was 
stirred under an argon atmosphere at 100 °C for 24 h. The reaction mixture was 
poured into a mixture of EtOAc and water. The aqueous phase was washed with more 
EtOAc. The organic phases were combined and washed with brine, dried (MgS0 4 ), 
filtered and then purified by flash chromatography using EtOAc/petroleum ether 1:5 as 
the eluent to afford the title compound. 

Example 111: 

r4-f2-Amino-DhenvlaminoV2-chloro-phenvn-f2-methvl-4-r2-ftetrahvdro-pvran"2- 
vloxyVetho xvl-phenvlVmethanone (compound 211) 

The reaction was carried out similarly as described in the preparation of compound 402, 
using compound 472 (2.14 g, 4.19 mmol) as the nitro compound. Purification was done 
by flash chromatography using EtOAc/petroleum ether 1:4 followed by 1:2 to afford the 
title compound as yellow foam. 13 C NMR (CDCI 3 ) 5 195.6, 161.1, 148.9, 142.8, 141.7, 
134.4, 133.4, 132.6, 131.3, 129.6, 127.5, 126.8, 125.7, 119.2, 117.7, 116.4, 115.1, 
112.0, 111.0, 99.1, 67.4, 65.7, 62.2, 30.5, 25.4, 21.4, 19.4 

Example 112: 

r4-f2-Amino-phenvlaminoV2-chloro-phenyl1-r4-f2-hydroxv-ethoxyV2-methvl-phenyn- 
methanone (compound 212} 

A solution of compound 211 (1.10 g, 2.29 mmol) and toluene-4-sulfonic acid (653 mg, 
3.43 mmol) in MeOH (20 mL) was stirred at RT for 3 h. The reaction mixture was 
poured into a mixture of aqueous NaOH (2N) and EtOAc. The aqueous phase was 
washed with more EtOAc. The organic phases were combined and washed with brine, 
dried (MgS0 4 ), filtered and then purified by flash chromatography using 
EtOAc/petroleum ether 1:1 followed by 2:1 as the eluent to afford the title compound 
as yellow foam. 13 C NMR (CDCI 3 ) 5 195.6, 160.8, 149.0, 142.8, 141.7, 134.5, 133.3, 
132.7, 131.7, 129.4, 127.5, 126.8, 125.6, 119.2, 117.5, 116.4, 115.2, 112.0, 110.9, 
69.2, 61.3, 21.3 

Preparation 73/Example 286: 

[4-(4-Bromo-2-nitro-phenylaminoV2-chloro>phenyn-f2"methyl"4-|'2-(tetrahydro- 
pyran-2-yloxyVethoxyl-pheny (Compound 473) 
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To a solution of compound 471 (2.74 g, 7.02 mmol) and 4-bromo-l-fluoro-2-nitro- 
benzene (1.49 g, 6.76 mmol) in DMSO (8.0 mL) was slowly added potassium tert- 
butoxide (1.68 g, 14.9 mmol) under stirring. After 4 h at RT the reaction mixture was 
poured into a mixture of EtOAc/water. The aqueous phase was extracted with more 
EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and concentrated in 
vacuo to afford the crude product. The crude product was purified by chromatography 
eluting with EtOAc/petroleum ether 1:9 to afford the title compound as orange syrup. 

Example 113: 

r4-r2-Amino-4-bromo-phenvlaminoV2-chloro-p henvn-^2-methvl-4-r2-ftetrahvdro- 
pvran-2-vloxvVethoxv l-phenv (compound 213^ 

The reaction was carried out similarly as described in the preparation of compound 402, 
using compound 473 (1.10 g, 1.86 mmol) as the nitro compound. Purification was done 
by flash chromatography using EtOAc/petroleum ether 1:3 to afford the title compound 
as foam. 13 C NMR (CDCI 3 ) 5 195.5, 161.2, 148.3, 144.2, 141.8, 134.3, 133.5, 132.5, 

131.1, 130.1, 128.2, 124.7, 121.9, 120.5, 118.9, 117.7, 115.3, 112.1, 111.0, 99.1, 
67.4, 65.7, 62.3, 30.5, 25.4, 21.4, 19.4 

Example 114: 

r4-f2-Amino-4-bromo-phenvlaminoV2-chloro -phenvn-r4-r2-hvdroxv-ethoxvV2- 
methyl-phenyll-methanone (compound 214^ 

The reaction was carried out similarly as described in the preparation of compound 212, 
using compound 213 (1.10 g, 1.86 mmol) as the THP ether protected compound. 
Purification was done by flash chromatography using EtOAc/petroleum ether 3:7 to 
afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 5 195.6, 160.9, 148.4, 

144.2, 141.9, 134.4, 133.4, 132.6, 131.5, 129.9, 128.2, 124.6, 121.9, 120.5, 118.9, 
117.6, 115.2, 112.1, 110.9, 69.2, 61.3, 21.4 

Preparation 74: 

2-r3-(4-Bromo^3>methy l-phenoxvVpropoxv1-tetrahvdro-pyran (Compound 474) 
The reaction was carried out similarly as described in the preparation of compound 469, 
using 2-(3-bromo-propoxy)-tetrahydro-pyran (5.58 g, 25 mmol) as the aliphatic 
bromide. Purification was done by flash chromatography using EtOAc/petroleum ether 
1:4 to afford the title compound as colourless oil. 



Preparation 75: 
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f2-Chloro-4-nitro-phenvlW2-m 
phenvlVmethanone ( Compound 475} 

The reaction was carried out similarly as described in the preparation of compound 470, 
using compound 474 (8.56 g, 26 mmol) as the bromide. Purification was done by flash 
5 chromatography using EtOAc/petroleum ether 1:9 to afford the title compound as 
yellow oil. 

Preparation 76: 

f4-Amino-2-chloro-phenvlV-f2-methvl-4-r3-ftetrahvdro-pvran-2-vloxvVpropoxv1- 
10 phenyl Vmethanone f Compound 476} 

The reaction was carried out similarly as described in the preparation of compound 402, 
using compound 475 (5.95 g, 13.71 mmol) as the nitro compound. The title compound 
was obtained without any further purification as yellow oil. 

15 Preparation 77/Example 287: 

r4-f4"Bromo-2-nitro-phenylaminoV2-chlbro-phenvn-f2-methyl-4-r3-ftetrahydro~ 
pyran-2-yloxy)-propoxy1-phenylVmethanone (Compound 477) 

The reaction was carried out similarly as described in the preparation of compound 473, 
using compound 476 (1.45 g, 3.59 mmol) as the amine. Purification was done by flash 
20 chromatography using EtOAc/petroleum ether 1:6 to afford the title compound as 
orange oil. 

Example 115: 

r4-f2-Amino-4-bromo-phenylamino)-2-chloro-phenyn-r2-methyl-4-r3-(tetrahydro- 

25 pyran-2-yloxy)-propoxy1-phenyl>-methanone (compound 215^ 

The reaction was carried out similarly as described in the preparation of compound 402, 
using compound 477 (5.95 g, 13.71 mmol) as the nitro compound. The title compound 
was obtained without any further purification as yellow foam. 13 C NMR (CDCI 3 ) 195.6, 
161.4, 148.2, 142.9, 142.0, 134.2, 133.7, 132.4, 130.7, 130.2, 128.0, 125.4, 122.7, 

30 120.2, 119.5, 117.6, 115.4, 112.3, 110.9, 99.0, 65.0, 63.9, 62.4, 30.7, 29.6, 25.4, 
21.5, 19.6 

Example 116: 

r4-f2-Amino-4-bromo-phenvlaminoV2"Chloro-p henvn-r4-f3-hvdroxy-propoxvV2- 
35 methyl-phenyiymethanone (compound 216} 
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The reaction was carried out similarly as described in the preparation of compound 212, 
using compound 215 (1.30 g, 2.27 mmoi) as the THP ether protected compound. 
Purification was done by flash chromatography using EtOAc/petroleum ether 1:1 to 
afford the title compound as yellow foam. Trituration in a mixture of diethyl ether and 
pentane afforded the title compound as white solid. 13 C NMR (CDCI 3 ) 8 195.5, 161.1, 
148.4, 144.3, 141.9, 134.3, 133.5, 132.5, 131.1, 130.0, 128.2, 124.7, 121.9, 120.5, 
118.8, 117.6, 115.2, 112.1, 110.8, 65.5, 60.1, 31.9, 21.4 

Preparation 78: 

l-Bromo-4-f2-fluoro-ethoxyV2-methvl-benzene (Compound 478) 
A solution of 4-bromo-3-methyl-phenol (3.74 g, 20 mmol), 2-fluoro-ethanol (2.29 ml_, 
22 mmol), and triphenylphosphine (5.77 g, 22 mmol) in dry THF (15 mL) was cooled to 
0 °C under stirring. Diethyl azodicarboxylate (40 % in toluene, 10 mL, 22 mmol) was 
added and the reaction mixture was allowed to come to RT overnight. After 18 h at RT 
the reaction mixture was poured into a mixture of EtOAc/water. The aqueous phase 
was extracted with more EtOAc. The organic phases were combined, dried (MgS0 4 ), 
filtered, and concentrated in vacuo to afford the crude product. The crude product was 
purified by chromatography eluting with DCM/petroleum ether 1:6 to afford the title 
compound as colourless oil. 

Preparation 79: 

(2-Chloro-4-nitro-phenylVr4-f2-fluoro-ethoxy)-2'methyl"phenvn-methanone 
(Compound 479) 

The reaction was carried out similarly as described in the preparation of compound 470, 
using compound 478 (4.25 g, 18.2 mmol) as the bromide. Purification was done by 
flash chromatography using EtOAc/petroleum ether 1:9 followed by 1:6 to afford the 
title compound as yellow solid. 

Preparation 80: 

f4-Amino-2-chloro-Dhe nvlVr4-f2-fluoro-ethoxvV2-methvl-phenvn-methanone 
(Compound 480) 

A mixture of compound 479 (2.31 g, 6.84 mmol) and stannous chloride dihydrate (7.72 
g, 34.2 mmol) in absolute ethanol was heated to reflux. After 1 h the solution was 
cooled to RT and then poured into a mixture of ice/aqueous NaOH (7N)/EtOAc. The 
aqueous phase was extracted with more EtOAc. The organic phases were combined, 
washed with brine, dried (MgS0 4 ), filtered and concentrated in vacuo. The crude 
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product was triturated in a mixture of diethyl ether and petroleum ether 1:1 to afford 
the title compound as solid. 

Preparation 81/Examole 288: 

r4-r4-Bromo-2>nitro-phenvlaminoV2- chloro-phenvi1-r4-f2-fluoro-ethoxvV2-methyl- 
phenyn-methanone (Compound 481) 

The reaction was carried out similarly as described in the preparation of compound 473, 
using compound 480 (595 mg, 1.93 mmol) as the amine. Purification was done by flash 
chromatography using EtOAc/petroleum ether 1:9 followed by 1:6 to afford the title 
compound as foam. Trituration in ethanol gave a solid. 

Example 117: 

r4-f2'Amino-4-bromo-phenvlaminoV2>chloro-Dhenvn-r4 -r2-fluorO'ethoxvV2-methyl- 
phenvn-methanone (compound 217) 

The reaction was carried out similarly as described in the preparation of compound 480, 
using compound 481 (585 mg, 1.15 mmol) as the nitro compound. Purification was 
done by flash chromatography using EtOAc/petroleum ether 1:7 followed by 1:4 to 
afford the title compound as foam. Trituration in a mixture of diethyl ether and 
petroleum ether 2:3 afforded the title compound as solid. 13 C NMR (CDCI 3 ) 5 195.5, 
160.6, 148.4, 144.3, 141.8, 134.4, 133.3, 132.6, 131.7, 129.9, 128.2, 124.6, 121.9, 

120.5, 118.8, 117.6, 115.3, 112.1, 110.9, 81.7 (d), 67.0 (d), 21.3 

Example 118: 

f4-(4-BromO"2-methyl-phenvlaminoV2-chloro-phenvl1-r4-(2-fluoro-ethoxvV2-methvl- 
phenyll-methanone (compound 218) 

A Schlenk tube was charged with compound 480 (402 mg, 1.31 mmol) in 1,4-dioxane 
(3.0 mL), 5-bromo-l-iodo-toluene (358 mg, 1.19 mmol), sodium tert-butoxide (160 
mg, 1.67 mmol), Pd 2 (dba) 3 (27 mg, 0.03 mmol), and rac-BINAP (28 mg, 0.045 mmol). 
The tube was capped with a rubber septum, flushed with argon for 5 min, and then 
stirred at 100 °C for 72 h. The reaction mixture was allowed to cool to RT, and then 
poured into a mixture of water and EtOAc. The aqueous phase was extracted twice with 
more EtOAc. The combined organic phases were washed with brine, dried (MgS0 4 ), 
filtered and concentrated in vacuo. The crude product was purified by chromatography 
eluting with petroleum ether/EtOAc 4:1 to afford the title compound as yellow oil. 13 C 
NMR (CDCI 3 ) 8 195.4, 160.6, 147.7, 141.9, 137.7, 134.3, 134.0, 133.9, 133.4, 132.6, 

131.6, 130.3, 130.0, 124.5, 117.6, 117.6, 116.1, 112.9, 111.0, 81.7, 67.0, 21.3, 17.8 
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Preparation 82: 

l-Bromo-4-(2-methoxv-ethoxv)-2-methvl-benzene f Compound 482) 
The reaction was carried out similarly as described in the preparation of compound 478, 
using 2-methoxy-ethanol (4.66 mL, 58.8 mmol) as the aliphatic alcohol. The crude 
product was purified by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 0:100 to 20:80) as the eluent to afford the title 
compound as colourless oil. 

Preparation 83: 

f2-Chloro-4-nitro-phenvlVr4-f2-methoxv-ethoxvV2-me thyl-phenvn-methanone 
(Compound 483) 

The reaction was carried out similarly as described in the preparation of compound 470, 
using compound 482 (4.66 mL, 58.8 mmol) as the bromide. The crude product was 
purified by continuous gradient flash chromatography using EtOAc/petroleum ether 
(40-60) (v:v= 15:85 to 50:50) as the eluent to afford the title compound as yellow 
syrup. 

Preparation 84: 

f4-Amlno-2-chloro-phenyn-r4-f2-methoxv-ethoxvV2-me thvl-phenvn-methanone 
(Compound 484) 

The reaction was carried out similarly as described in the preparation of compound 480, 
using compound 483 (6.21 g, 17.8 mmol) as the nitro compound. The crude product 
was purified by continuous gradient flash chromatography using EtOAc/petroleum ether 
(40-60) (v:v= 1:2 to 2:1) as the eluent to afford the title compound as yellow solid. 

Preparation 85/Examole 289: 

r4-f4-Bromo-2-nitro-phenvlamino)-2-chloro-phenvn-r4-(2-methoxv-ethoxy)-2-methyl- 
phenyll-methanone (Compound 485) 

The reaction was carried out similarly as described in the preparation of compound 473, 
using compound 484 (2.00 g, 6.25 mmol) as the amine. The crude product was purified 
by continuous gradient flash chromatography using DCM/petroleum ether (40-60) 
(v:v= 20:80 to 50:50) as the eluent to afford the title compound as orange foam. 

Example 119: 
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r4-(2-Amino-4-bromo-phenvlamlno')-2-chloro-Dhenvn- r4-f2-methoxv-ethoxvV2- 
methvl-phenyn-methanone (compound 219^ 

The reaction was carried out similarly as described in the preparation of compound 402, 
using compound 485 (1.75 g., 3.37 mmol) as the nitro compound. The crude product 
5 was purified by continuous gradient flash chromatography using EtOAc/petroleum ether 
(40-60) (v:v= 20:80 to 50:50 as the eluent. Crystallisation from DCM afforded the title 
compound as solid. 13 C NMR (DMSO-d 6 ) 5 194.3, 160.4, 149.5, 145.6, 140.3, 132.6, 
132.5, 132.3, 131.0, 127.4, 127.1, 123.9, 118.5, 118.3, 117.1, 114.0, 111.4, 111.1, 
70.1, 66.9, 58.1, 20.6. 

10 

Example 120: 

r4-f4-Bromo-2- methvl-phenvlamino^-2-chloro-phenvll-f2-methvl-4-r2-ftetrahvdro- 
pvran-2-yloxy >ethoxy1-phenvlVmethanone (compound 220^ 

A Schlenk tube was charged with compound 471 (4.25 g, 10.9 mmol) in 1,4-dioxane 
15 (40 mL), 5-bromo-l-iodo-toluene (3.88 g, 13.1 mmol), Cs 2 C0 3 (4.97 g, 15.26 mmol), 
Pd 2 (dba) 3 (250 mg, 0.27 mmol), and rac-BINAP (255 mg, 0.41 mmol). The tube was 
capped with a rubber septum, flushed with argon for 5 min, and then stirred at 100 °C 
for 72 h. The reaction mixture was allowed to cool to RT, and then poured into a 
mixture of water and EtOAc. The aqueous phase was extracted twice with more EtOAc. 
20 The combined organic phases were washed with brine, dried (MgS0 4 ), filtered and 

concentrated in vacuo. The crude product was purified by chromatography eluting with 
petroleum ether/EtOAc 4:1 to afford the title compound as yellow foam. X H NMR 
(CDCI3) 8 7.39 (d,lH), 7.35 - 7.25 (m,3H), 7.14 (d,lH), 6.81 (m,2H), 6.69 (m,2H), 
5.63 (bs,lH), 4.70 (bt,lH), 4.23 - 4.00 (m,3H), 3.95 - 3.77 (m,2H), 3.53 (m,lH), 
25 2.51 (s,3H), 2.23 (s,3H), 1.92 - 1.45 (m,6H) 

Example 121: 

r4 -(4-Bromp-2-methvl-phenvlaminoV2-chloro-phenvn-r4-f2-hvdroxv-ethoxvV2- 
methvl-phenvn- methanone (compound 22n 

30 The reaction was carried out similarly as described in the preparation of compound 212, 
using compound 220 (3.82 g, 6.83 mmol) as the THP ether protected compound. 
Purification was done by flash chromatography using EtOAc/petroleum ether 1:2 
followed by 2:3 to afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 8 195.4, 
160.9, 147.7, 141.9, 137.8, 134.3, 134.0, 133.9, 133.4, 132.5, 131.5, 130.3, 130.0, 

35 124.5, 117.6, 117.5, 116.1, 112.9, 110.9, 69.2, 61.4, 21.4, 17.8 
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Example 122: 

r4-r2-Azido-ethoxvV2-meth^^ 
phenvll-methanone fcompound 2221 

To a solution of compound 221 (101 mg, 0.21 mmol) In dry pyridine (2 mL) was added 
4-methyl-benzenesulfonyl chloride (81 mg, 0.43 mmol) at 0 °C under stirring. After 5 h 
at RT the reaction mixture was poured into a mixture of water and EtOAc. The aqueous 
phase was extracted twice with more EtOAc. The combined organic phases were 
washed with brine, dried (MgS0 4 ), filtered and concentrated in vacuo. The crude 
tosylate was dissolved in dry DMF and sodium azide (17 mg, 0.26 mmol) was added to 
the solution. After 18 h at RT the 

reaction mixture was poured into a mixture of water and EtOAc. The aqueous phase 
was extracted twice with more EtOAc. The combined organic phases were washed with 
brine, dried (MgS0 4 ), filtered and concentrated in vacuo. The crude product was 
purified by chromatography eluting with petroleum ether/EtOAc 2:1 to afford the title 
compound. 13 C NMR (CDCI 3 ) 6 195.5, 160.4, 147.8, 141.8, 137.7, 134.4, 134.0, 134.0, 
133.3, 132.6, 131.8, 130.1, 130.0, 124.6, 117.6, 116.1, 112.8, 110.9, 66.9, 50.1, 
21.3, 17.8 

Example 123: 

r4-(2-Amino-ethoxyV2-methyl-phenylvr4-r4-bromo-2-methyl-phenylamino)-2-chloro- 
phenyiymethanone (compound 2231 

A solution of compound 222 (22 mg, 0.051 mmol), triphenylphosphine (15 mg, 0.056 
mmol), and water (1 \iL, 0.056 mmol) in THF (1 mL) was stirred at RT for 48 h. The 
reaction mixture was concentrated in vacuo and purified by flash chromatography using 
DCM/MeOH/NH 4 OH 90:10:1 as the eluent to afford the title compound. 13 C NMR 
(DMSO-de) 8 194.3, 160.8, 148.5, 140.5, 138.3, 134.5, 133.4, 132.9, 132.6, 132.3, 
130.5, 129.5, 128.2, 124.8, 117.3, 116.0, 114.8, 112.1, 111.1, 70.2, 40.7, 20.7, 17.4. 

Example 124: 

r4-f2>Bromo-DhenvlaminoV2-chlo ro-Dhenvn-^2-methvl-4-r2-ftetrahvdro-pyran-2- 
vloxyVethoxvl-phenylVmethanone fcompound 2241 

The reaction was carried out similarly as described in the preparation of compound 220, 
using l-bromo-2-iodo-benzene (1.19 mL, 9.23 mmol) as the iodide. Purification was 
done by flash chromatography using EtOAc/petroleum ether 1:4 followed by 1:2. 
Crystallisation from mixtures of diethyl ether and petroleum ether afforded the title 
compound as beige solid. 13 C NMR (CDCI 3 ) 6 195.4, 161.4, 145.3, 142.2, 139.0, 133.9, 
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133.4, 132.3, 132.0, 130.6, 128.3, 123.6, 119.2, 118.1, 117.9, 115.1, 114.8, 111.0, 
99.0, 67.4, 65.7, 62.2, 30.5, 25.4, 21.6, 19.3 

Example 125: 

5 ■f4-f2-f3-Amino-proDenvn-Dhenvla mino1-2-chloro-phenvl>-f2-methvl-4-r2- 
(tetrahydro-pvran-2-yloxv)-ethoxv1-p henvlVmethanone fcompound 225) 
A solution of compound 224 (1.09 g, 2.00 mmol), Pd 2 (dba) 3 (55 mg, 0.06 mmol), 3- 
trlbutylstannanyl-allylamine (727 mg, 2.1 mmol), CsF (668 mg, 4.4 mmol), and tri- 
terr-butyl-phosphane (0.2 mmol, 0.4 mL, 0.5 M in hexane) in dry 1,4-dioxane (5.0 mL) 

10 was stirred at 35 °C for 120 h under an atmosphere of argon. The reaction mixture was 
filtered. Acetonitrile (50 mL) was added and the resulting mixture was washed with 
petroleum ether (x3). The acetonitrile phase was concentrated in vacuo. The crude 
product was purified by chromatography eluting with petroleum ether/EtOAc 2:1 
followed by DCM/MeOH/Et 3 N 94:3:3 to afford the title compound as yellow foam. 13 C 

15 NMR (CDCI 3 ) 5 195.7, 161.2, 148.1, 141.7, 138.0, 134.0, 133.5, 132.4, 131.2, 130.7, 
129.8, 129.0, 128.7, 128.6, 127.5, 124.4, 122.4, 117.7, 116.3, 113.1, 111.0, 99.1, 
67.4, 65.7, 62.2, 43.0, 30.5, 25.4, 21.4, 19.4 

Example 126: 

20 •f4-r2-r3-Amino-propenvn-phenvlamlno1-2-c hloro-phenvl>-r4-(2-hvdroxy-ethoxy)-2- 
methyl-phenvll-methanone fcompo und 226) 

The reaction was carried out similarly as described in the preparation of compound 212, 
using compound 225 (50 mg, 0.096 mmol) as theTHP ether protected compound. 
Purification was done by flash chromatography using DCM/MeOH/Et 3 N 92:5:3 to afford 
25 the title compound as yellow oil. 13 C NMR (DMSO-d 6 ) 5 194.3, 160.8, 149.4, 140.3, 

137.3, 132.7, 132.6, 132.6, 132.3, 131.9, 130.7, 128.0, 127.6, 126.4, 124.9, 124.5, 

124.4, 117.2, 114.6, 111.8, 111.1, 69.6, 59.3, 43.5, 20.7 

Example 127: 

30 l-f2-f3-ChlQro-4-r4-f2-hvdroxv-ethoxv)-2-methvl-ben z ovn-phenvlamino>-Phenvl)-3- 
ethvl-urea fcompound 227) 

To a solution of compound 212 (150 mg, 0.38 mmol) in dry pyridine (1 mL) was added 
ethyl isocyanate (75 nL, 0.95 mmol) under stirring. After 5 h the reaction mixture was 
poured into a mixture of EtOAc/water. The aqueous phase was extracted with more 
35 EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and concentrated in 
vacuo to afford the crude product. The crude product was purified by continuous 
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gradient flash chromatography eluting with EtOAc/petroleum ether (v:v = 10:90 to 
67:33) to afford the title compound as yellow syrup. 13 C NMR (DMSO-d 6 ):5 194.4, 
160.8, 155.0, 149.9, 140.4, 136.1, 132.6, 132.5, 132.3, 130.7, 128.7, 127.5, 125.8, 
125.7, 121.8, 120.3, 117.2, 114.3, 111.5, 111.1, 69.6, 59.4, 33.8, 20.7, 15.2 

Example 128: 

l-r5-Bromo-2-f3-chloro-4-f2-methvl-4"r2-ftetrahvdro-D vran-2-vloxvVethoxv1- 
benzoyl VphenvlaminoVphenvll-3-ethvl-urea (compound 228) 

To a solution of compound 213 (158 mg, 0.28 mmol) in dry pyridine (2 mL) was added 
ethyl isocyanate (33 jaL, 0.42 mmol) under stirring. After 16 h the reaction mixture was 
poured into a mixture of EtOAc/water. The aqueous phase was extracted with more 
EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and concentrated In 
vacuo to afford the crude product. The crude product was purified by flash 
chromatography eluting with EtOAc/petroleum ether 2:3 to afford the title compound. 
13 C NMR (CDCI 3 ) 196.3, 161.5, 155.7, 148.3, 141.9, 135.1, 134.0, 133.8, 132.3, 130.8, 
130.2, 129.9, 126.9, 126.0, 125.0, 118.5, 117.9, 116.0, 112.7, 111.1, 99.2, 67.5, 
65.8, 62.4, 35.3, 30.5, 25.4, 21.5, 19.5, 15.2 

Example 129: 

l-(5-Bromo-2-f3-chloro-4-r4-f2-hydroxv-ethoxvV2-methyhbenzov n-phenvlamino>- 
phenyh-3-ethyl-urea (compound 229) 

The reaction was carried out similarly as described in the preparation of compound 212, 
using compound 228 (138 mg, 0.22 mmol) as the THP ether protected compound. 
Purification was done by flash chromatography using EtOAc/petroleum ether 3:1 as the 
eluent to afford the title compound as yellow solid. 13 C NMR (DMSO-d 6 ) 6 194.4, 160.8, 

154.7, 149.5, 140.5, 137.9, 132.8, 132.4, 132.2, 130.6, 128.0, 127.7, 127.5, 124.1, 

121.8, 118.1, 117.3, 114.6, 111.7, 111.1, 69.6, 59.4, 33.8, 20.7, 15.1 

Example 130: 

l-r5-Bromo-2-f3-chloro-4-f2-meth vl-4-r2-ftetrahvdro-Pvran-2-vloxvVethoxvV 
benzoylVphenylamino)-phenyl1-3-cyclohexvl-urea (compound 230^ 
To a solution of compound 213 (151 mg, 0.34 mmol) in dry pyridine (2 mL) was added 
cyclohexyl isocyanate (65 \iL, 0.51 mmol) under stirring. After 18 h the reaction 
mixture was poured into a mixture of EtOAc/water. The aqueous phase was extracted 
with more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and 
concentrated in vacuo to afford the crude product. The crude product was purified by 
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flash chromatography eluting with EtOAc/petroleum ether 1:2 to afford the title 
compound as yellow solid. 13 C IMMR (DMSO-d 6 ) 5 194.4, 160.6, 154.0, 149.5, 140.5, 
138.0, 132.7, 132.5, 132.2, 130.7, 128.0, 127.6, 127.5, 124.0, 121.7, 118.1, 117.3, 
114.6, 111.7, 111.2, 98.0, 67.2, 65.0, 61.2, 47.7, 33.2, 32.7, 30.0, 24.9, 24.2, 20.7, 
18.9 

Preparation 86: 

2-Methvl-acrvlic acid 2-^3-r5-bromo-2-f3-chloro-4-r2-methvl-4-r2-ftetrahvdro-pyran- 
2-yloxvVethoxyVbenzovl>-phenvlaminoVphenvn-ureido>-ethyl este r (Compound 486) 
To a solution of compound 213 (158 mg, 0.28 mmol) in dry pyridine (2 mL) was added 
2-methyl-acrylic acid 2-isocyanato-ethyl ester (60 |xL, 0.42 mmol) under stirring. After 
16 h the reaction mixture was poured into a mixture of EtOAc/water. The aqueous 
phase was extracted with more EtOAc. The organic phases were combined, dried 
(MgS0 4 ), filtered, and concentrated In vacuo to afford the crude product. The crude 
product was purified by flash chromatography eluting with EtOAc/methanol 1:2 to 
afford the title compound as grey foam. 

Example 131: 

l-r5-Bromo-2-f3-chloro-4-f2-methyl-4-r2"ftetrahvdro-Dvran-2 -vloxvVethoxvV 
benzoyl>-phenvlaminoVphenyn-3-(2-hydroxv-ethyn-urea (compound 231) 
A solution of compound 486 (110 mg, 0.15 mmol) in ethanol (5 mL) was added a 
solution of sodium hydroxide (2 M, 0.5 mL) and then stirred under reflux for 90 min. 
The reaction mixture was poured into a mixture of EtOAc/water. The aqueous phase 
was extracted with more EtOAc. The organic phases were combined, dried (MgS0 4 ), 
filtered, and concentrated In vacuo. The crude product was purified by flash 
chromatography eluting with EtOAc/petroleum ether 6:1 to afford the title compound as 
a solid. 13 C IMMR (CDCI 3 ) 8 196.5, 161.6, 156.8, 148.5, 142.1, 135.1, 134.0, 130.6, 
129.8, 126.9, 126.3, 124.8, 118.6, 117.9, 115.8, 112.6, 111.1, 99.2, 67.5, 65.7, 62.4, 
42.7, 30.5, 25.4, 21.6, 19.4 

Example 132: 

l-f5-Bromo-2^3-chloro-4-r4-f2-hvdroxv-ethoxvV2-methvl-benzoylVphenylamlno> - 
phenvlV3-(2-hvdroxv-ethyn-urea (compound 232^ 

The reaction was carried out similarly as described in the preparation of compound 212, 
using compound 231 (70 mg, 0.11 mmol) as the THP ether protected compound. 
Purification was done by flash chromatography using EtOAc as the eluent to afford the 
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title compound as yellow syrup. 13 C NMR (CD 3 CN) 5 196.1, 162.2, 156.7, 149.9, 142.2, 
137.8, 134.1, 134.0, 133.0, 131.9, 130.3, 130.1, 128.0, 126.5, 124.5, 119.1, 118.4, 
116.1, 113.3, 111.8, 70.5, 62.1, 61.1, 43.2, 21.2 

Example 133: 

/V-r5-Bromo-2-r3-chloro-4-r2-methvl-4>r2-ftetrahvdro-pvran-2-vloxYVethoxv l" 
benzoyl Vphenvlamlno Vphenvn-succinamic add (compound 233) 
To a solution of compound 213 (200 mg, 0.36 mmol) in pyridine (3 mL) was added 
succinic anhydride (62 mg, 0.62 mmol) under stirring. After 24 h at 100 °C the reaction 
mixture was poured into a mixture of EtOAc/water. The aqueous phase was extracted 
with more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and 
concentrated in vacuo. The crude product was purified by flash chromatography eluting 
with EtOAc to afford the title compound as foam. 13 C NMR (CDCI 3 ) 5 198.0, 171.0, 

162.0, 146.8, 142.5, 134.7, 134.2, 133.3, 131.2, 130.3, 130.2, 129.9, 129.4, 128.2, 

122.1, 118.1, 116.6, 115.2, 113.7, 111.2, 99.1, 67.5, 65.7, 62.3, 30.5, 29.2, 25.4, 
21.8, 19.3 

Preparation 87: 

4-Allyloxy-l-bromo-2-methyl-benzene (Compound 4871 

The reaction was carried out similarly as described in the preparation of compound 469, 
using allyl bromide (5.44 g, 45 mmol) as the bromide. Purification was done by flash 
chromatography using EtOAc/petroleum ether 1:25 to afford the title compound as 
colourless oil. 

Preparation 88: 

(4-Allyloxy-2-methvl-phenvn-(2-chloro-4-nitro-phenvlVmethanon e (Compound 4881 
The reaction was carried out similarly as described in the preparation of compound 470, 
using compound 487 (6.85 g, 30.2 mmol) as the bromide. Purification was done by 
flash chromatography using EtOAc/petroleum ether 1:15 followed by 1:10 to afford the 
title compound. 

Preparation 89: 

(4-Allvloxy"2~methvl-phenylV(4-amino-2-chloro-phenvlVmethanone (Compound 489) 
The reaction was carried out similarly as described in the preparation of compound 480, 
using compound 488 (6.26 g, 18.9 mmol) as the nitro compound. The crude product 
was filtered through a pad of silica gel to give the pure title compound. 
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Preparation 90: 
f4-Allyloxv-2-methv1-phen^ 
methanone (Compound 490^ 

The reaction was carried out similarly as described in the preparation of compound 473, 
using compound 489 (1.86 g, 6.16 mmol) as the amine. Purification was done by flash 
chromatography using DCM/petroleum ether 3:2 followed by 7:3 to afford the title 
compound. 

Example 134: 

f4-Allyloxy-2-methvl-phenylVr4-f2- amino-4-bromo-DhenvlaminoV2-chloro-phenvn- 
methanone (compound 234) 

The reaction was carried out similarly as described in the preparation of compound 480, 
using compound 490 (2.01 g, 4.01 mmol) as the nitro compound. The crude product 
was filtered through a pad of silica gel to give the pure title compound. 13 C NMR (CDCI 3 ) 
S 195.5, 160.9, 148.3, 144.2, 141.9, 134.3, 133.5, 132.7, 132.5, 131.1, 130.1, 128.2, 
124.7, 121.9, 120.5, 118.9, 118.0, 117.8, 115.3, 112.1, 111.1, 68.8, 21.4 

Example 135: 

A/-f2-[4"(4"Allyloxy-2-methyl~benzoylV3-chloro-phenylamino1-5-bromo-phenyl>- 
acetamide (compound 235} 

Compound 134 (50 mg, 0.1 mmol) was placed in a vial (4 mL), Acetic acid (0.5 mL) 
and acetic acid anhydride (1.0 mL) was added to the vial. After 2 h at 30 °C the 
reaction mixture was poured into a mixture of EtOAc/water. The organic phase was 
concentrated in vacuo and the residue was purified by continuous gradient flash 
chromatography using mixtures of 1,2-dichloro-ethane and petroleum ether to afford 
the title compound. 13 C NMR (CDCI 3 ) 5 195.8, 169.4, 160.9, 147.5, 141.7, 133.8, 
133.5, 132.9, 132.4, 132.0, 131.5, 130.5, 130.1, 128.6, 126.1, 125.4, 117.8, 117.6, 
117.5, 116.0, 112.7, 110.9, 68.5, 23.9, 21.3 

Example 136: 

l--f2-r4-f4-Allvloxv-2"methvhben20vlV3-chloro-phenvlamino1-5-bromo-phenvl>-3- 
ethyl-urea (compound 236) 

Compound 134 (50 mg, 0.1 mmol) was placed in a vial (4 mL). Pyridine (2.0 mL) and 
ethyl isocyanate (60 mg, 0.8 mmol ) was added to the vial. After 2 h at 30 °C the 
reaction mixture was poured into a mixture of EtOAc/water. The organic phase was 
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concentrated in vacuo and the residue was purified by crystallisation from a mixture of 
diethyl ether and hexane to afford the title compound as a solid. 13 C NMR (DMSO-d 6 ) 8 
194.5, 160.4, 154.8, 149.6, 140.6, 138.0, 133.3, 132.8, 132.6, 132.3, 130.9, 128.0, 
127.8, 127.6, 124.2, 121.9, 118.2, 117.8, 117.6, 114.7, 111.8, 111.4, 68.3, 33.9, 
20.8, 15.2 

Example 137: 

■r2-r4-f4-AIMoxv-2-methvl-benzoylV3-chloro -phenvlamino1-5-bromo-phenvl>- 
carbamic acid ethvl ester (compound 237) 

To a solution of compound 134 (50 mg, 0.1 mmol) in DCM (2 mL) was added K 2 C0 3 (45 
mg) and ethyl chloroformate (40 \iL, 0.4 mmol) under stirring. After 22 h at RT the 
reaction mixture was poured into a mixture of EtOAc/water. The organic phase was 
concentrated in vacuo and the residue was purified by crystallisation from ethanol to 
afford the title compound as a solid. 13 C NMR (DMSO-d 6 ) 8 194.3, 160.3, 153.8, 148.0, 
140.5, 133.4, 133.2, 132.8, 132.3, 132.0, 131.3, 130.7, 128.4, 127.0, 126.7, 125.3, 
117.7, 117.5, 115.7, 115.0, 112.3, ill.3, 68.2, 60.6, 20.7, 14.3 

Example 138: 

yv-f2-r4-(4-Allvloxy-2-methvl-benzovl)-3-chloro-phenvlam ino1-5-bromo-phenvl>-2,2,2- 
trifluoro-acetamide ( compound 238) 

To a solution of compound 134 (50 mg, 0.1 mmol) in DCM (2 mL) was added 
trifluoroacetic acid anhydride (95 mg) and pyridine (50 |iL) under stirring. After 1 h at 
RT the reaction mixture was poured into a mixture of EtOAc/water. The organic phase 
was concentrated in vacuo to afford the title compound as syrup. 13 C NMR (CDCI 3 ) 8 
195.7, 161.3, 155.1 (q), 147.3, 142.4, 134.0, 134.0, 132.6, 132.1, 132.0, 131.9, 

131.1, 130.5, 130.3, 127.3, 125.6, 119.7, 118.1, 118.0, 116.5, 115.5 (q), 113.3, 

111.2, 68.8, 21.6 

Example 139: 

A/-f2-r4-f4-Allvloxv-2-methvl-benzovn-3-ch loro-phenvlaminol-5-bromo-phenyl>- 
succinamic acid (compound 239) 

To a solution of compound 134 (50 mg, 0.1 mmol) in acetic acid (2 mL) was added 
succinic anhydride (63 mg) under stirring. After 1 h at RTthe reaction mixture was 
poured into a mixture of DCM/water. The organic phase was concentrated in vacuo to 
afford the title compound as syrup. 13 C NMR (CDCI 3 ) 8 198.3, 179.0, 170.9, 161.8, 
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146.7, 142.7, 134.9, 134.5, 133.2, 132.5, 131.0, 130.1, 129.9, 129.5, 128.4, 121.7, 
118.2, 116.6, 114.9, 113.7, 111.3, 68.8, 30.4, 29.1, 21.9 

Example 140: 

r2-r4-(4-AllYloxv-2-methyN^ 

carbamic acid cyclopentvl ester (compound 240} 

To a solution of compound 134 (50 mg, 0.1 mmol) in DCM (2 mL) was added K 2 C0 3 (45 
mg) and cyclopentyl chloroformate (0.4 mmol) under stirring. After 22 h at RT the 
reaction mixture was poured into a mixture of EtOAc/water. The organic phase was 
concentrated in vacuo and the residue was purified by crystallisation from ethanoi to 
afford the title compound as a solid. 13 C NMR (CDCI 3 ) 5 195.6, 161.0, 153.6, 148.3, 
142.0, 135.2, 134.1, 133.6, 132.7, 132.3, 130.9, 130.6, 129.2, 127.2, 127.2, 123.8, 
119.6, 118.0, 117.8, 116.0, 112.7, 111.1, 78.8, 68.8, 32.7, 23.7, 21.5 

Preparation 91: 

2-Methvl-5-nitro-thiobenzolc acid S-pvridin-2-yl ester rcompound 491^ 
2-Methyl-5-nitrobenzoic acid (22.5 g, 124 mmol), 2,2 , -dithiopyridine (27.5 g, 124 
mmol) and triphenylphosphine (32.6 g, 124 mmol) were dissolved in CH 3 CN (650 mL). 
The solution was stirred at room temperature for 18 h. The reaction mixture was 
filtered and the solid was washed with small amounts of CH 3 CN. This afforded the title 
compound as a colourless solid. 

Preparation 92: 

(4-Bromo-2-chloro-phenvlVf2-methyl-5-nitro-phenyl)-metha none f compound 492^ 
The reaction was run under an argon atmosphere using dry glassware. 
4-Bromo-2-chloroiodobenzene (25.5 g, 80.9 mmol) was dissolved in dry THF (400 mL) 
and cooled to -60 °C. Isopropylmagnesium chloride (2 M in THF, 40.4 mL, 80.9 mmol) 
was added under stirring during 30 minutes. The reaction mixture was allowed to warm 
up to -40 °C and the mixture was stirred at -40°C for 4 h. Compound 491 (22.2 g, 80.9 
mmol) was added and the mixture was stirred at -40 °C for 3 h after which it was 
allowed to warm to room temperature and stirred for 17 h. A saturated aqueous 
solution of NH 4 CI (200 mL) was added and the mixture was stirred for 1 h. The phases 
were separated and the aqueous phase was extracted with Et 2 0 (4 x 100 mL). The 
combined organic phases were washed with brine, dried (MgS0 4 ), filtered and 
concentrated in vacuo. The crude product was purified by flash chromatography using 
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CH 2 Cl2/petroleum ether (40-60) 2:3 as the eluent to afford the title compound as 
yellow crystalline compound. 

Preparation 93: 

r2-Chloro-4-f2.4-difluoro-DhenvlamlnoVphenyn-f2-methvl-5-nltro-Dhenvn-methanone 
(compound 493) 

Compound 492 (5.4 g, 15.2 mmol) was dissolved in dry 1,4-dioxan (150 mL) in a 200 
mL screw cap vessel. 2,4-Difluoroaniline (1.7 mL, 16.7 mmol) was added and argon 
was blown over the mixture. Cs 2 C0 3 (14.9 g, 45.7 mmol), BINAP (0.38 g, 0.6 mmol) 
and Pd(OAc) 2 (0.14 g, 0.6 mmol) were added and argon was blown through the 
mixture and the screw cap vessel was closed. The mixture was stirred at 100 °C for 7 
h. The reaction mixture was poured into H 2 0 (100 mL) and EtOAc (200 mL). The water 
phase was extracted with EtOAc (x 3) and the combined organic phases were washed 
with brine, dried (MgS0 4 ), filtered and concentrated in vacuo. The crude product was 
purified by flash chromatography using CH 2 Cl2/petroleum ether (40-60) 2:3 -> 1:1 -> 
1:0 followed by EtOAc as the eluent to afford the title compound as a yellow crystalline 
compound. 

Preparation 94: 

f5-Amino-2-methvl-phenvlVr2-chloro-4-f2,4-difluoro-p henvlaminoVphenvn- 
methanone (compound 494} 

Compound 493 (6.0 g, 14.9 mmol) was dissolved in MeOH (350 mL). Zinc-dust (12.69 
g, 194 mmol) and IMH 4 CI (5.59 g, 104 mmol) were added. The reaction mixture was 
heated at reflux temperature for 1 h. The mixture was filtered and washed with MeOH. 
The filtrate was concentrated and the solid was dissolved in EtOAc (150 mL) and 
saturated aqueous Na 2 C0 3 (100 mL). The water phase was extracted with EtOAc and 
the combined organic phases were dried (MgS0 4 ), filtered and concentrated in vacuo. 
The crude product was purified by flash chromatography using EtOAc/petroleum ether 
(40-60) 1:2 as the eluent to afford the title compound as a slightly coloured crystalline 
compound. 

Preparation 95: 

r2-Chloro-4-r2.4-difluoro-phenvlaminoVphenvn-f5-iodo-2-met hyl-phenvlVmethanone 
(compound 495} 

Compound 494 (0.62g, 1.66 mmol) was dissolved in acetone (14 mL). Concentrated 
HCI (37%, 0.69 mL, 8.3 mmol) was added and the solution was cooled on an icebath. 
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NaN0 2 (0.14 g, 1.99 mmol) was dissolved in H z O (1 mL) and added to the above 
solution during 15 minutes. The interna! temperature was kept at 0 °C - 2 °C during 
the addition. The suspension was stirred on an ice bath for 0.5 h, after which a solution 
of KI (0.41 g, 2.45 mmol) and I 2 (0.31 g, 1.22 mmol) in H 2 0 (4 mL) was added drop 
wise during 5 minutes. The mixture was stirred at 0 °C for 2 h. H 2 0 (20 mL) and EtOAc 
(20 mL) was added and stirred and the phases were separated. The organic phase was 
washed with aqueous NaHS0 3/ then with aqueous IMa 2 C0 3/ dried (MgS0 4 ), filtered and 
concentrated in vacuo. The crude product was purified by flash chromatography using 
EtOAc/petroleum ether (40-60) 1:5 to afford the title compound as a slightly coloured 
crystalline compound. 

Example 141; 

yV-r3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVbenzovn-4-methvl-p henyl'V-3-methoxv- 
propionamide (compound 241^> 

3-Methoxypropionic acid (0.022mL, 0.23 mmol) was dissolved in dry DMF (5 mL). O- 
(y-Azabenzotriazol-l-yO-tyA/,/^^ (HATU) 
(0.09 g, 0.23 mmol) was added followed by addition of 2,4,6-trimethylpyridine (0.048 
mL, 0.36 mmol). The mixture was stirred for 0.5 h after which compound 494 (0.067 g, 
0.18 mmol) was added. The mixture was stirred at room temperature for 18 h. The 
reaction mixture was concentrated in vacuo and the crude product was purified by flash 
chromatography using a gradient of EtOAc/petroleum ether (40-60) 1:4 -> 4:1 as the 
eluent. This afforded the title compound as a slightly coloured crystalline compound. 
13 C NMR (CDCI 3 ) 8 195.8, 169.8, 159.1 (dd), 155.5 (dd), 147.7, 139.6, 135.6, 135.2, 
133.7, 133.4, 131.8, 129.2, 124.4 (dd), 124.2 (dd), 122.5, 120.8, 116.3, 112.8, 111.6 
(dd), 104.9 (dd), 68.5, 58.9, 37.9, 19.8 

Example 142: 

/V--f3-r2-Chloro-4-f2>4-difluoro-phenvlaminoVbenzovl1-4-methvl-phenvlVDroplonamide 
(compound 242) 

Propionic acid (O.OlmL, 0.13 mmol) was dissolved in dry DMF (5 mL). HATU (0.05 g, 
0.13 mmol) was added followed by addition of 2,4,6-trimethylpyridine (0.027 mL, 0.2 
mmol). The mixture was stirred for 0.5 h after which compound 494 (0.038 g, 0.10 
mmol) was added. The mixture was stirred at room temperature for 18 h. The reaction 
mixture was concentrated in vacuo and the crude product was purified by flash 
chromatography using a gradient of EtOAc/petroleum ether (40-60) 1:4 -> 4:1 as the 
eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 196.1, 172.4, 
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159.2 (dd), 155.6 (dd), 148.0, 139.5, 135.7, 135.1, 133.7, 133.2, 131.8, 128.8, 124.6 
(dd), 124.3 (dd), 122.5, 120.7, 116.2, 112.6, 111.6 (dd), 104.9 (dd), 30.5, 19.7, 9.6 

Example 143: 
5 /V-^3-r2-Chloro-4-(2 r 4-difluo^ 

methoxv-ethoxvVacetamlde fcompound 243) 

2- (2-Methoxyethoxy)acetic acid (0.017 mL, 0.15 mmol) was dissolved in dry DMF (5 
mL). HATU (0.055 g, 0.15 mmol) was added followed by addition of 2,4,6- 
trimethylpyridine (0.03 mL, 0.22 mmol). The mixture was stirred for 0.5 h after which 

10 compound 494 (0.042 g, 0.11 mmol) was added. The mixture was stirred at room 

temperature for 18 h. The reaction mixture was concentrated In vacuo and the crude 
product was purified by flash chromatography using a gradient of EtOAc/petroleum 
ether (40-60) 1:4 -> 4:1 as the eluent. This afforded the title compound as yellow oil. 
13 C NMR (CDCI 3 ) 8 195.9, 168.4, 159.1 (dd), 155.6 (dd), 147.9, 139.4, 135.1, 135.1, 

15 133.7, 133.5, 131.9, 129.2, 124.5 (dd), 124.4 (dd), 122.3, 120.7, 116.1, 112.7, 111.6 
(dd), 104.9 (dd), 71.4, 71.3, 70.4, 58.9, 19.8 

Example 144: 

/V-f3-r2-Chloro-4-( r 2.4-difluoro-DhenylaminoVbenzovn-4-methvl-Dhe nvl'V-3-morpholin- 
20 4-yl-propionamide (compound 244) 

3- (4-Morpholino)propionic acid hydrochloride (0.027 g, 0.14 mmol) was dissolved in 
dry DMF (5 mL). HATU (0.052 g, 0.14 mmol) was added followed by addition of 2,4,6- 
trimethylpyridine (0.035 mL, 0.26 mmol). The mixture was stirred for 0.5 h after which 
compound 494 (0.039 g, 0.10 mmol) was added. The mixture was stirred at room 

25 temperature for 18 h. The reaction mixture was concentrated In vacuo and the crude 
product was purified by flash chromatography using a gradient of 

MeOH/dichloromethane 1:50 -> 1:12 as the eluent. This afforded the title compound as 
yellow oil. 13 C NMR (CDCI 3 ) 8 195.9, 170.2, 159.1 (dd), 155.5 (dd), 147.6, 138.9, 
136.2, 134.8, 133.5, 133.2, 132.1, 129.6, 124.5 (dd), 124.2 (dd), 122.1, 121.0, 
30 116.1, 112.8, 111.6 (dd), 104.9 (dd), 66.9, 54.0, 52.7, 32.1, 20.0 

Example 145: 

A/-f3-r2-Chloro-4-(2 r 4-difluoro-phenylamino)-benzoyn-4-methyl-phenyl>-3-hydroxv- 
propionamide (compound 245^ 
35 3-Hydroxypropionic acid (30% in H 2 0, 0.33 mmol) was dissolved in dry DMF (5 mL). 
HATU (0.125 g, 0.33 mmol) was added followed by addition of 2,4,6-trimethylpyridine 
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(0.061 mL, 0.5 mmol). The mixture was stirred for 0.5 h after which compound 494 
(0.094 g, 0.25 mmol) was added. The mixture was stirred at room temperature for 18 
h. The reaction mixture was concentrated in vacuo and the crude product was purified 
by flash chromatography using EtOAc/petroleum ether (40-60) 1:1 as the eluent. This 
5 afforded the title compound as a yellow oil. 13 C NMR (DMSO-d 6 ) 8 195.1, 169.8, 158.8 
(dd), 155.6 (dd), 149.1, 139.0, 136.9, 133.4, 133.3, 131.3, 130.9, 127.0, 126.4 (dd), 
124.3 (dd), 121.1, 119.4, 114.7, 111.9 (dd), 111.8, 105.0 (dd), 57.3, 40.0, 19.1 

Example 146: 

10 /V^3-r2-Chloro-4-f2.4-difluoro-DhenvlaminoVben zovl1-4--methvl-phenvl>-3-furan-2-vl- 
propionamide (c ompound 2461 

3-(2-Furfuryl)propionic acid (0.02 g, 0.14 mmol) was dissolved in dry DMF (4 mL). 
HATU (0.053 g, 0.14 mmol) was added followed by addition of 2,4,6-trimethylpyridine 
(0.029 mL, 0.22 mmol). The mixture was stirred for 0.5 h after which compound 494 

15 (0.040 g, 0.11 mmol) was added. The mixture was stirred at room temperature for 18 
h. The reaction mixture was concentrated in vacuo and the crude product was purified 
by flash chromatography using a gradient of EtOAc/petroleum ether (40-60) 1:9 -> 2:3 
as the eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 196.0, 
170.1, 159.2 (dd), 155.6 (dd), 154.1, 147.9, 141.3, 139.5, 135.4, 135.1, 133.7, 

20 133.5, 131.8, 128.9, 124.4 (dd), 124.3 (dd), 122.6, 120.8, 116.2, 112.7, 111.6 (dd), 
110.3, 105.7, 104.9 (dd), 35.8, 23.8, 19.8 

Example 147: 

/V-f3-r2-Chloro-4-f2.4-difluoro-phenylaminoVbenzovlV4- methvl-phenvl>-2-hvdroxv- 

25 benzamide (compound 2471 

2- Hydroxy benzoic acid (0.019 g, 0.14 mmol) was dissolved in dry DMF (4 mL). HATU 
(0.053 g, 0.14 mmol) was added followed by addition of 2,4,6-trimethylpyridine (0.029 
mL, 0.22 mmol). The mixture was stirred for 0.5 h after which compound 494 (0.040 g, 
0.11 mmol) was added. The mixture was stirred at room temperature for 18 h. The 

30 reaction mixture was concentrated in vacuo and the crude product was purified by flash 
chromatography using a gradient of EtOAc/petroleum ether (40-60) 1:9 -> 3:2 as the 
eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 196.0, 168.5, 
161.7, 159.2 (dd), 155.6 (dd), 148.1, 139.7, 135.3, 134.7, 134.5, 134.4, 133.8, 
132.0, 128.7, 125.9, 124.5 (dd), 124.2 (dd), 124.0, 122.1, 119.0, 118.8, 116.2, 

35 114.6, 112.7, 111.6 (dd), 105.0 (dd), 19.8 
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Example 148: 

/V-^3-r2-Chloro-4-f2,4-difluoro^ 
imidazolidin-4-ylVacetamide fcompound 248) 

Hydantoin-5-acetlc acid (0.022 g, 0.14 mmol) was dissolved in dry DMF (4 mL). HATU 
(0.053 g, 0.14 mmol) was added followed by addition of 2,4,6-tri methyl pyridine (0.029 
mL, 0.22 mmol). The mixture was stirred for 0.5 h after which compound 494 (0.040 g, 
0.11 mmol) was added. The mixture was stirred at room temperature for 18 h. The 
reaction mixture was concentrated In vacuo and the crude product was purified by flash 
chromatography using MeOH/CH 2 CI 2 3:100 as the eluent. This afforded the title 
compound as a yellow oil. 13 C NMR (CD 3 OD) 5 198.1, 177.6, 169.6, 161.1 (dd), 160.0, 
157.9 (dd), 151.3, 141.1, 137.5, 136.1, 134.9, 134.1, 132.7, 128.8, 127.5 (dd), 126.0 
(dd), 123.4, 121.8, 116.5, 113.0, 112.7 (dd), 105.8 (dd), 56.7, 39.2, 19.8 

Example 149: 

2 r 6-Dloxo-hexahvdro-pyrimidine-4-carboxylic acid -r3"[2-chloro-4-(2,4" difluoro- 
phenylamino)"benzoyl1-4-methyl-phenyl^"amide fcompound 249^ 
D,L-Dihydroorotic acid (0.022 g, 0.14 mmol) was dissolved in dry DMF (4 mL). HATU 
(0.053 g, 0.14 mmol) was added followed by addition of 2,4,6-trimethylpyrldine (0.029 
mL, 0.22 mmol). The mixture was stirred for 0.5 h after which compound 494 (0.040 g, 
0.11 mmol) was added. The mixture was stirred at room temperature for 18 h. The 
reaction mixture was concentrated In vacuo and the crude product was purified by flash 
chromatography using EtOAc/acetone 10:1 as the eluent This afforded the title 
compound as a colourless solid. i3 C NMR (DMSO-d 6 ) 5 194.9, 169.2, 169.0, 158.7 (dd), 
155.7 (dd), 153.6, 149.2, 139.2, 136.1, 133.4, 133.3, 131.7, 131.5, 126.8, 126.4 
(dd), 124.2 (dd), 121.4, 119.6, 114.7, 112.0 (dd), 111.8, 105.0 (dd), 50.3, 38.9, 19.1 

Example 150: 

Acrylic acid 2-r3-r2-chloro-4-f2.4-d ifluoro-Dhenvlamino)-benzovl1-4-methyl- 
phenylcarbamoylVethyl ester (compound 250^ 

2-Carboxyethyl acrylate (0.041 mL, 0.35 mmol) was dissolved in dry DMF (7 mL). 
HATU (0.13 g, 0.35 mmol) was added followed by addition of 2,4,6-trimethyl pyridine 
(0.07 mL, 0.54 mmol). The mixture was stirred for 0.5 h after which compound 494 
(0.10 g, 0.27 mmol) was added. The mixture was stirred at room temperature for 18 h. 
The reaction mixture was concentrated in vacuo and the crude product was purified by 
flash chromatography using a gradient of EtOAc/petroleum ether (40-60) 15:85 -> 
70:30 as the eluent. This afforded the title compound as oil. 13 C NMR (DMSO-d 6 ) 8 
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196.1, 168.3, 166.1, 159.2 (dd), 155.6 (dd), 148.2, 139.6, 135.4, 135.1, 133.8, 

133.5, 131.8, 131.4, 128.6, 128.0, 124.6 (dd), 124.3 (dd), 122.6, 120.7, 116.2, 

112.6, 111.6 (dd), 104.9 (dd), 60.4, 36.6, 19.7 

Example 151: 

/V-^3-r2-Chloro-4-f2.4-dffluorO" 
methylsulfanyl-propionamide (compound 251) 

3-Methylthiopropionic acid (0.067 g, 0.55 mmol) was dissolved in dry DMF (16 mL). 
HATU (0.21 g, 0.55 mmol) was added followed by addition of 2,4,6-trimethylpyridine 
(0.11 mL, 0.86 mmol). The mixture was stirred for 0.5 h after which compound 494 
(0.16 g, 0.43 mmol) was added. The mixture was stirred at room temperature for 18 h. 
The reaction mixture was concentrated In vacuo and the crude product was purified by 
flash chromatography using a gradient of EtOAc/petroleum ether (40-60) 1:9 -> 1:1 as 
the eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 196.1, 
169.8, 159.2 (dd), 155.6 (dd), 148.0, 139.6, 135.5, 135.2, 133.8, 133.5, 131.8, 

128.7, 124.5 (dd), 124.3 (dd), 122.6, 120.7, 116.2, 112.6, 111.6 (dd), 104.9 (dd), 
37.2, 29.7, 19.8, 15.7 

Example 152: 

A/"-f3-r2-Chloro-4-(2,4-difluoro-phenylaminoVbenzoylV4-methvl-phenvl>-3- 
methanesulfoftvl-propionamide (compound 252^ 

Compound 251 (0.22 g, 0.45 mmol) was dissolved in CH 2 CI 2 (5 mL). 3- 
Chloroperoxybenzoic acid (0.3 g, ca. 1.4 mmol) was added slowly and the mixture was 
stirred at room temperature for 1 h. Na 2 S 2 0 5 (0.34 g) was added and stirring was 
continued for 0.5 h. The mixture was filtered and the filtrate was stirred with K 2 C0 3 for 
0.5 h. MgS0 4 was added and the mixture was filtered. The filtrate was concentrated in 
vacuo and the crude product was purified by flash chromatography using a gradient of 
EtO Ac/petroleum ether (40-60) 30:70 -> 100:0 as the eluent. This afforded the title 
compound as yellow oil. 13 C NMR (CDCI 3 ) 5 196.0, 167.4, 159.2 (dd), 155.6 (dd), 
148.0, 139.7, 135.3, 135.2, 133.8, 133.6, 131.9, 128.8, 124.5 (dd), 124.2 (dd), 
122.6, 120.6, 116.2, 112.7, 111.6 (dd), 105.0 (dd), 50.1, 41.6, 29,4, 19.8 

Example 153: 

Ethanesulfonic acid ^3-r2-chloro-4-f2.4-difluoro-phenvlamino)-benzovl1-4-methyl- 
phenyl}-amide (compound 253) 
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Compound 494 (0.045 g, 0.12 mmol) was dissolved in pyridine (0.3 ml_). 
Ethanesulphonyi chloride (0.017 ml_, 0.18 mmol) was added and the solution was 
stirred at room temperature for 1 h. The reaction mixture was concentrated in vacuo 
and the oil was dissolved in EtOAc and washed with H 2 0. The water phase was 
5 extracted with EtOAc and the combined organic phases were dried (MgS0 4 ), filtered 
and concentrated in vacuo. The crude product was purified by flash chromatography 
using a gradient of EtO Ac/petroleum ether (40-60) 15:85 -> 40:60 as the eluent. This 
afforded the title compound as yellow solid. 13 C NMR (CDCI 3 ) 5 195.5, 159.3 (dd), 155.7 
(dd), 148.3, 140.4, 135.3, 134.5, 134.5, 133.8, 132.5, 128.5, 124.6 (dd), 124.2 (dd), 
10 123.2, 121.6, 116.1, 112.8, 111.6 (dd), 105.0 (dd), 45.9, 19.7, 8.1 

Example 154: 

yV-f3-f2-Chloro-4-f2.4-difluoro-phenvlaminoVbenzn yn-4-methvl-Dhenvl>-4-methoxv- 
benzenesulfonamide (compound 254) 

15 The compound was prepared as described in the preparation of compound 253 using 
compound 494 (0.04g, 0.11 mmol) and 4-methoxybenzenesulphonyl chloride (0.033 g, 
0.16 mmol) in pyridine (0.3 ml_). The crude product was purified by flash 
chromatography using a gradient of EtOAc/petroleum ether (40-60) 10:90 -> 50:50 as 
the eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 8 195.6, 

20 163.1, 159.2 (dd), 155.6 (dd), 148.0, 139.8, 135.1, 134.9, 134.1, 133.5, 132.2, 

130.3, 129.4, 128.7, 124.6, 124.5 (dd), 124.3 (dd), 122.9, 116.1, 114.2, 112.7, 111.6 
(dd), 104.9 (dd), 55.6, 19.7 

Example 155: 

25 yV-f5-f3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVbenzovn -4-methvl-phenvlsulfamovl>- 
4-methvl-thiazol-2-vlVacetamide ( com pound 2551 

The compound was prepared as described in the preparation of compound 253 using 
compound 494 (0.042g, 0.11 mmol) and 2-acetamido-4-methyl-5-thiazolesulphonyl 
chloride (0.043 g, 0.17 mmol) in pyridine (0.3 mL). The crude product was purified by 
30 flash chromatography using a gradient of EtO Ac/petroleum ether (40-60) 25:75 -> 

0:100 as the eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 8 
195.9, 169.1, 159.7, 159.2 (dd), 155.6 (dd), 153.3, 148.4, 140.2, 135.5, 135.1, 
133.7, 133.6, 132.3, 128.0, 125.5, 124.6 (dd), 124.2 (dd), 123.6, 122.0, 116.2, 
112.7, 111.6 (dd), 104.9 (dd), 22.9, 19.8, 16.3 

35 

Example 156: 
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5-Acetyl-2-chloro-/V-^3-r2-^ 
phenylVbenzenesulfonamide (compound 256^ 

The compound was prepared as described in the preparation of compound 253 using 
compound 494 (0.0439, 0.12 mmol) and 2-chloro-5-acetylbenzenesulphonyl chloride 
(0.044 g, 0.17 mmol) in pyridine (0.3 mL). The crude product was purified by flash 
chromatography using a gradient of EtOAc/petroleum ether (40-60) 10:90 -> 50:50 as 
the eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 195.6, 
195.3, 159.3 (dd), 155.7 (dd), 148.3, 140.2, 136.5, 136.2, 135.8, 135.6, 135.1, 
133.5, 133.3, 132.8, 132.4, 132.1, 131.9, 128.4, 124.7 (dd), 124.6, 124.1 (dd), 
122.7, 116.0, 112.7, 111.7 (dd), 105.0 (dd), 26.6, 19.7 

Example 157: 

Naphthalene-2-sulfonic acid ^3-f2-chloro-4-f2.4-dtfluoro-phenv laminoVbenzovn-4- 
methyl-phenvlVamide (compound 257) 

The compound was prepared as described in the preparation of compound 253 using 
compound 494 (0.041g, 0.11 mmol) and naphthalene-2-sulphonyl chloride (0.037 g, 
0.16 mmol) In pyridine (0.3 mL). The crude product was purified by flash 
chromatography using a gradient of EtOAc/petroleum ether (40-60) 10:90 -> 50:50 as 
the eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 195.4, 
159.1 (dd), 155.5 (dd), 147.7, 139.8, 135.8, 135.4, 135.0, 135.0, 133.8, 133.3, 

132.3, 132.0, 129.4, 129.4, 128.9, 128.8, 127.9, 127.5, 125.0, 124.4 (dd), 124.2 
(dd), 123.4, 122.3, 116.1, 112.7, 111.6 (dd), 105.0 (dd), 19.7 

Example 158: 

A/-(3-r2-Chloro-4-(2,4-difluoro-phenvlaminoVbenzoyn-4-meth yl-Dhenvl>-C-Dhenvl- 
methanesulfonamide (compound 258) 

The compound was prepared as described in the preparation of compound 253 using 
compound 494 (0.041g, 0.11 mmol) and a-toluenesulphonyl chloride (0.031 g, 0.16 
mmol) in pyridine (0.3 mL). The crude product was purified by flash chromatography 
using a gradient of EtOAc/petroleum ether (40-60) 10:90 -> 50:50 as the eluent. This 
afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 8 195.5, 159.3 (dd), 155.7 
(dd), 148.2, 140.2, 135.1, 134.4, 134.4, 133.7, 132.5, 130.8, 128.9, 128.9, 128.7, 

128.4, 124.7 (dd), 124.2 (dd), 122.8, 121.2, 116.0, 112.8, 111.6 (dd), 105.0 (dd), 
57.4, 19.7 



Example 159: 
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2-Methyl-acrvlic acid 2-f3-r3-r2-chlQro-4-( r 2.4-difluo rQ-DhenvlaminoVbenzovlV4- 
methyl-phenvlVureidoVethvl ester (c ompound 259) 

Compound 494 (0.055 g, 0.15 mmol) was dissolved in dry pyridine (0.3 mL) and 
isocyanatoethyl methylacrylate (0.031 mL, 0.22 mmol) was added. The solution was 
5 stirred at room temperature for 1 h. H 2 0 was added and the water phase was extracted 
with EtOAc (x 2). The combined organic phases were washed with brine, dried 
(MgS0 4 ), filtered and concentrated in vacuo. The crude product was purified by flash 
chromatography using EtO Ac/petroleum ether (40-60) 2:1 as the eluent. This afforded 
the title compound as oil. 13 C NMR (CDCI 3 ) 5 196.5, 167.5, 159.2 (dd), 155.8, 155.6 
10 (dd), 148.2, 139.7, 136.3, 135.9, 135.1, 133.9, 132.4, 132.0, 128.6, 126.1, 124.5 

(dd), 124.2 (dd), 123.3, 121.2, 116.3, 112.7, 111.6 (dd), 104.9 (dd), 63.9, 39.3, 19.6, 
18.2 

Example 160: 

15 1^3-r2-Chloro-4-r2.4-difluoro-phenylaminoV benzovlV4-methvl-phenvl>-3"(2- 
hydroxy-ethvlVurea (compound 260) 

Compound 259 (0.05 g, 0.095 mmol) was dissolved in EtOH (2.5 mL). 2 N NaOH (0.25 
mL) was added and the solution was heated to reflux for 3 h. The reaction mixture was 
cooled to room temperature and saturated aqueous NaHC0 3 (2 mL) was added. H 2 0 

20 and EtO Ac were added and the phases were separated. The water phase was extracted 
with EtOAc. The combined organic phases were washed with brine, dried (MgS0 4 ), 
filtered and concentrated in vacuo. The crude product was purified by flash 
chromatography using EtOAc as the eluent. This afforded the title compound as a 
slightly coloured solid. 13 C NMR (CD 3 OD) 5 

25 198.5, 161.1 (dd), 158.4, 157.9 (dd), 151.2, 141.0, 138.8, 136.1, 135.0, 132.7, 

132.2, 128.9, 127.4 (dd), 126.0 (dd), 122.6, 120.9, 116.6, 112.9, 112.7 (dd), 105.8 
(dd), 62.3, 43.3, 19.7 

Example 161: 

30 (3-f3-r2-Chloro-4-(2.4-dlfluoro-DhenvlaminoVbenzovn-4-methvl-phenvl>-u reido)- 
acetic acid ethyl ester (compound 261) 

Compound 494 (0.047 g, 0.13 mmol) was dissolved in pyridine (0.3 mL) and ethyl 
isocyanatoacetate (0.022 mL, 0.19 mmol) was added. The solution was stirred at room 
temperature for 2 h. Work up as described in the preparation of compound 259. The 
35 crude product was purified by flash chromatography using EtOAc/petroleum ether (40- 
60) 1:1 as the eluent. This afforded the title compound as a slightly coloured solid. 13 C 
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NMR (DMSO-d 6 ) 8 195.2, 170.7, 158.7 (dd), 155.7 (dd), 155.0, 149.0, 139.0, 137.8, 
133.3, 131.4, 129.1, 127.0, 126.3 (dd), 124.3 (dd), 120.0, 118.1, 114.8, 111.9 (dd), 
111.8, 105.0 (dd), 60.2, 41.3, 19.0, 14.0 

Example 162: 

l-<3-r2-Chloro-4-f2 r 4-dif1uoro-phenYlaminoVbenzoyn-4-methyl-phenvlV3-f3- 
methoxv-phenvlVurea fcompound 2621 

Compound 494 (0.03 g, 0.08 mmol) was dissolved in pyridine (0.2 mL) and 3 - 
methoxyphenyl isocyanate (0.016 mL, 0.12 mmol) was added. The solution was stirred 
at room temperature for 1.5 h. Work up as described in the preparation of compound 
259. The crude product was purified by flash chromatography using EtOAc/petroleum 
ether (40-60) 2:3 as the eluent. This afforded the title compound as a slightly coloured 
solid. 13 C NMR (CD 3 OD) 5 198.3, 161.7, 161.0 (dd), 157.9 (dd), 155.3, 151.2, 141.6, 
141.2, 138.3, 136.2, 135.0, 132.7, 132.6, 130.6, 128.7, 127.4 (dd), 126.0 (dd), 
122.8, 121.1, 116.7, 113.0, 112.7, 112.6 (dd), 109.5, 106.3, 105.8 (dd), 55.7, 19.7 

Example 163: 

l-f3-r2-Chloro-4-f2,4-difluoro-phenvlaminoVbenzov ll-4-methvl-phenvl>-3-f3- 
trifluoromethvl-phenylVurea fcompound 263) 

Compound 494 (0.03 g, 0.08 mmol) was dissolved in pyridine (0.2 mL) and 3- 
(trifluoromethyl)phenyl isocyanate (0.017 mL, 0.12 mmol) was added. The solution was 
stirred at room temperature for 1.5 h. Work up as described in the preparation of 
compound 259. The crude product was purified by flash chromatography using 
EtOAc/petroleum ether (40-60) 2:3 as the eluent. This afforded the title compound as a 
slightly coloured solid. 13 C NMR (CD 3 OD) 5 198.3, 161.1 (dd), 157.9 (dd), 155.0, 151.3, 
141.5, 141.2, 138.1, 136.2, 135.0, 132.9, 132.8, 132.2 (q), 130.7, 128.8, 127.5 (dd), 
126.0 (dd), 125.6 (q), 123.4, 123.0, 121.2, 120.0 (q), 116.6, 116.5 (q), 113.0, 112.6 
(dd), 105.8 (dd), 19.7 

Example 164: 

l-r3-r2-Chloro-4-f2,4-difluoro-phenylaminoVbenzovi1-4-methvl- phenvl>-3-propvl-urea 
fcompound 264) 

Compound 494 (0.03 g, 0.08 mmol) was dissolved In pyridine (0.2 mL) and /7-propyl 
isocyanate (0.011 mL, 0.12 mmol) was added. The solution was stirred at room 
temperature for 18 h. Work up as described in the preparation of compound 259. The 
crude product was purified by flash chromatography using EtOAc/petroleum ether (40- 
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60) 1:1 as the eluent. This afforded the title compound as a slightly coloured solid. 13 C 
NMR (CD 3 OD) 5 198.5, 161.0 (dd), 158.3, 157.9 (dd), 151.1, 141.0, 138.9, 136.1, 
135.0, 132.7, 132.1, 128.9, 127.4 (dd), 126.0 (dd), 122.5, 120.9, 116.6, 112.9, 112.6 
(dd), 105.8 (dd), 42.6, 24.4, 19.7, 11.6 

5 

Example 165: 

3-(3^3-r2-Chloro-4-r2,4-difluoro-DhenvlaminoVben2oyl1-4-methvl-phenvl>-ureido)- 
propionic acid ethyl ester (compound 265} 

Compound 494 (0.03 g, 0.08 mmol) was dissolved in pyridine (0.2 mL) and ethyl 3- 
10 Isocyanatopropionate (0.016 mL, 0.12 mmol) was added. The solution was stirred at 

room temperature for 1.5 h. Work up as described in the preparation of compound 259. 

The crude product was purified by flash chromatography using EtOAc/petroleum ether 

(40-60) 1:1 as the eluent. This afforded the title compound as a slightly coloured solid. 

13 C NMR (CD3OD) 8 198.4, 173.8, 161.0 (dd), 158.0, 157.8 (dd), 151.1, 141.0, 138.7, 
15 136.1, 135.0, 132.7, 132.2, 128.8, 127.4 (dd), 126.0 (dd), 122.6, 120.9, 116.6, 

112.9, 112.6 (dd), 105.8 (dd), 61.7, 36.7, 35.8, 19.7, 14.5 

Example 166: 

l--f3-r2-Chloro-4-f2,4-difluoro-phenylamino)-benzoyn-4-methyl-phenyl>-3-cyclohexyl- 

20 urea (compound 266) 

Compound 494 (0.07 g, 0.18 mmol) was dissolved in pyridine (0.5 mL) and cyclohexyl 
isocyanate (0.036 mL, 0.28 mmol) was added. The solution was stirred at room 
temperature for 18 h. Work up as described in the preparation of compound 259. The 
crude product was purified by flash chromatography using a gradient of 

25 EtOAc/petroleum ether (40-60) 15:85 -> 60:40 as the eluent. This afforded the title 
compound as a slightly coloured solid. 13 C NMR (CD 3 OD) 5 198.5, 161.0 (dd), 157.9 
(dd), 157.4, 151.1, 141.0, 138.9, 136.1, 135.0, 132.7, 132.0, 128.9, 127.4 (dd), 
126.0 (dd), 122.5, 120.8, 116.6, 112.9, 112.6 (dd), 105.8 (dd), 49.8, 34.5, 26.7, 26.0, 
19.7 

30 

Example 167: 

l-Allyl-3-f3-r2-chloro-4-f2,4-difluoro-phenylaminoVbenzoyl1-4-methyl-phenyl>-urea 
(compound 267^ 

Compound 494 (0.07 g, 0.18 mmol) was dissolved in pyridine (0.5 mL) and allyl 
35 isocyanate (0.025 mL, 0.28 mmol) was added. The solution was stirred at room 

temperature for 18 h. Work up as described in the preparation of compound 259. The 
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crude product was purified by flash chromatography using a gradient of 
EtOAc/petroleum ether (40-60) 15:85 -> 60:40 as the eluent. This afforded the title 
compound as a slightly coloured solid. 13 C NMR (CD 3 OD) 8 198.5, 161.1 (dd), 158.0, 
157.9 (dd), 151.2, 141.0, 138.8, 136.6, 136.1, 135.0, 132.7, 132.2, 128.9, 127.5 
(dd), 126.0 (dd), 122.6, 121.0, 116.6, 115.7, 112.9, 112.7 (dd), 105.8 (dd), 43.2, 
19.7 

Example 168: 

l-Benzvl-3^r3-r2-chloro-4-r2,4-difluoro-DhenvlaminoVbenzovll-4-methvl-phenvl>-urea 
(compound 268) 

Compound 494 (0.07 g, 0.18 mmol) was dissolved in pyridine (0.5 mL) and benzyl 
isocyanate (0.035 mL, 0.28 mmol) was added. The solution was stirred at room 
temperature for 18 h. Work up as described in the preparation of compound 259. The 
crude product was purified by flash chromatography using a MeOH/CH 2 CI 2 1:100 as the 
eluent. This afforded the title compound as slightly coloured solid. 13 C NMR (DMSOd 6 ) 
8 195.3, 158.8 (dd), 155.8 (dd), 155.2, 149.1, 140.3, 139.1, 138.2, 133.4, 131.4, 
129.0, 128.3, 127.1, 126.7, 126.4 (dd), 124.4 (dd), 120.1, 118.2, 114.9, 112.0 (dd), 
111.9, 105.1 (dd), 42.7, 19.1 

Example 169: 

l-f3-r2-Chloro-4-f2,4-difluoro-phenvlaminoVbenzovll -4-methvl-Dhenvl>-3-ethvl-urea 
(compound 269) 

Compound 494 (0.04 g, 0.11 mmol) was dissolved in 1,4-dioxan (0.5 mL) and ethyl 
isocyanate (0.013 mL, 0.16 mmol) was added. The solution was stirred at room 
temperature for 18 h. Work up as described in the preparation of compound 259. The 
crude product was purified by flash chromatography using a gradient of 
EtOAc/petroleum ether (40-60) 30:70 -> 100:0 as the eluent. This afforded the title 
compound as an amorphous compound. 13 C NMR (DMSO-d 6 ) 8 195.6, 159.0 (dd), 156.0 
(dd), 155.3, 149.2, 139.3, 138.3, 133.7, 133.5, 131.5, 129.2, 127.5, 126.4 (dd), 
124.5 (dd), 120.2, 118.4, 115.1, 112.1 (dd), 112.0, 105.1 (dd), 34.0, 19.1, 15.4 

Example 170: 

l-^3-r2-Chloro-4-f2,4-difluoro-phenvlaminoVbenzovl l-4-methvl-DhenvlV3-phenvl- 
urea (compound 270) 

Compound 494 (0.03 g, 0.08 mmol) was dissolved in 1,4-dioxan (0.5 mL) and phenyl 
isocyanate (0.013 mL, 0.12 mmol) was added. The solution was stirred at 50 °C for 18 
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h. Work up as described in the preparation of compound 259. The crude product was 
purified by flash chromatography using a gradient of EtOAc/petroleum ether (40-60) 
15:85 -> 60:40 as the eluent. This afforded the title compound as an amorphous 
compound. 13 C NMR (DMSO-d 6 ) 5 195.1, 158.7 (dd), 155.7 (dd), 152.3, 148.9, 139.3, 
139.1, 137.2, 133.4, 131.5, 129.6, 128.7, 127.0, 126.2 (dd), 124.2 (dd), 121.8, 
120.3, 118.4, 118.2, 118.1, 114.8, 111.9 (dd), 111.8, 105.0 (dd), 19.0 

Example 171: 

l-Butvl-3-f3-r2-chloro-4-f2,4-difluoro-phenylaminoVbenzovn-4-methvl-phenvl'V-urea 
(compound 271) 

Compound 494 (0.03 g, 0.08 mmol) was dissolved in 1,4-dioxan (0.5 mL) and n-butyl 
isocyanate (0.014 mL, 0.12 mmol) was added. The solution was stirred at 50 °C for 18 
h. Work up as described in the preparation of compound 259. The crude product was 
purified by flash chromatography using a gradient of EtO Ac/petroleum ether (40-60) 
15:85 -> 60:40 as the eluent. This afforded the title compound as a slightly coloured 
solid. 13 C NMR (CD 3 OD) 8 198.5, 161.0 (dd), 158.3, 157.9 (dd), 151.1, 141.0, 138.9, 
136.1, 135.0, 132.7, 132.1, 128.9, 127.4 (dd), 126.0 (dd), 122.5, 120.9, 116.6, 
112.9, 112.6 (dd), 105.8 (dd), 40.6, 33.3, 21.0, 19.7, 14.1 

Example 172: 

1- f3-r2-Chloro-4-(2.4-difluoro-phenvlaminoVbenzovn-4-methvl-phenvl>- 3-phenethvl- 
urea (compound 272) 

Compound 494 (0.03 g, 0.08 mmol) was dissolved in 1,4-dioxan (0.5 mL) and 2- 
phenylethyl isocyanate (0.016 mL, 0.12 mmol) was added. The solution was stirred at 
50 °C for 18 h. Work up as described in the preparation of compound 259. The crude 
product was purified by flash chromatography using a gradient of EtOAc/petroleum 
ether (40-60) 15:85 -> 60:40 as the eluent. This afforded the title compound as a 
slightly coloured solid. 13 C NMR (CDCI 3 ) 6 196.5, 159.2 (dd), 156.0, 155.6 (dd), 148.1, 
139.6, 138.9, 136.5, 135.1, 133.9, 132.2, 131.9, 128.7, 128.5, 126.4, 124.6 (dd), 
124.2 (dd), 123.1, 121.1, 116.2, 112.7, 111.6 (dd), 104.9 (dd), 41.5, 36.3, 19.6 

Example 173: 

2- f3--f3"r2-Chloro-4-f2.4-difluoro-phenvlamino)-benzovn-4-me thyl-phenvl>-ureidoV 
benzoic acid methyl est;er (compound 273) 

Compound 494 (0.03 g, 0.08 mmol) was dissolved in 1,4-dioxan (0.5 mL) and methyl 
2-isocyanatobenzoate (0.021 mL, 0.12 mmol) was added. The solution was stirred at 
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50 °C for 24 h. Methyl 2-isocyanatobenzoate (0.01 mL, 0.06 mmol) was added. The 
solution was stirred at 50 °C for 24 h. Work up as described in the preparation of 
compound 259. The crude product was purified by flash chromatography using a 
gradient of EtO Ac/petroleum ether (40-60) 10:90 -> 40:60 as the eluent. This afforded 
the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 195.8, 169.0, 159.0 (dd), 155.4 
(dd), 152.4, 147.6, 142.5, 139.5, 135.6, 135.1, 134.6, 133.6, 133.4, 132.1, 130.8, 
129.4, 124.5 (dd), 124.1 (dd), 123.3, 121.7, 121.3, 119.8, 116.3, 114.3, 112.8, 111.5 
(dd), 104.9 (dd), 52.2, 19.8 

Example 174: 

1^3-r2-Chloro-4-f2.4-difluoro--phenvlamlnoVbenzovl1--4'methvl-phenvl>-3-(3-cvan O" 
phenyl Vur ea (compound 274) 

Compound 494 (0.03 g, 0.08 mmol) was dissolved in 1,4-dioxan (0.5 mL) and 3- 
cyanophenyl isocyanate (0.017 g, 0.12 mmol) was added. The solution was stirred at 
50 °C for 24 h. 3-Cyanophenyl isocyanate (0.09 g, 0.06 mmol) was added. The solution 
was stirred at 50 °C for 24 h. Work up as described in the preparation of compound 
259. The crude product was purified by flash chromatography using MeOH/CH 2 CI 2 
1:100 as the eluent. This afforded the title compound as yellow oil. 13 C NMR (DMSO-d 6 ) 
8 195.1, 158.8 (dd), 155.8 (dd), 152.4, 149.2, 140.5, 139.3, 137.0, 133.5, 131.6, 
130.2, 130.1, 126.9, 126.5 (dd), 125.4, 124.3 (dd), 123.0, 121.1, 120.8, 118.9, 
118.8, 114.9, 112.0 (dd), 111.9, 111.6, 105.1 (dd), 19.1 

Example 175: 

l"-f3-r2-Chloro-4-f2.4-difiuorO"phenvlaminoVbenzoy n-4-methvl-phenvl>-3-isopropyl- 
urea (compound 275) 

Compound 494 (0.03 g, 0.08 mmol) was dissolved in 1,4-dioxan (0.5 mL) and 
isopropyl isocyanate (0.012 mL, 0.12 mmol) was added. The solution was stirred at 50 
°C for 24 h. Isopropyl isocyanate (0.006 mL, 0.06 mmol) was added. The solution was 
stirred at 50 °C for 24 h. Work up as described in the preparation of compound 259. 
The crude product was purified by flash chromatography using a gradient of 
EtO Ac/petroleum ether (40-60) 15:85 -> 60:40 as the eluent. This afforded the title 
compound as a slightly coloured solid. 13 C NMR (CD 3 OD) 8 198.4, 160.9 (dd), 157.8 
(dd), 157.4, 151.1, 140.9, 138.7, 136.1, 134.9, 132.6, 131.9, 128.7, 127.3 (dd), 
125.9 (dd), 122.4, 120.7, 116.6, 112.9, 112.6 (dd), 105.7 (dd), 42.8, 23.4, 19.6 

Example 176: 
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l-{3-r2-Chloro-4-f2.4-difluoro- 
methoxy-phenyH-urea fcompound 276) 

Compound 494 (0.03 g, 0.08 mmol) was dissolved in 1,4-dioxan (0.5 mL) and 4- 
methoxyphenyl isocyanate (0.016 mL, 0.12 mmol) was added. The solution was stirred 
at 50 °C for 18 h. Work up as described in the preparation of compound 259. The crude 
product was purified by flash chromatography using MeOH/CH 2 CI 2 1:100 the eluent. 
This afforded the title compound as oil. 13 C NMR (DMSO-d 6 ) 5 195.2, 158.8 (dd), 155.8 
(dd), 154.6, 152.7, 149.1, 139.2, 137.6, 133.5, 132.5, 131.5, 129.5, 127.0, 126.4 
(dd), 124.4 (dd), 120.4, 120.2, 119.9, 118.5, 114.9, 114.0, 112.0 (dd), 111.9, 105.1 
(dd), 55.2, 19.1 

Example 177: 

Hr3-r2-Chloro-4-f2.4-difluoro-DhenvlaminoVbenzovn-4-methvl-phenvl>-carbamic acid 
benzvl ester fcompound 277) 

Compound 494 (0.06 g, 0.16 mmol) was suspended in dry CH 2 CI 2 (1.5 mL) under an 
argon atmosphere in a screw cap vessel. K 2 C0 3 (0.044 g, 0.32 mmol) was added 
followed by benzyl chloroformate (0.046 mL, 0.032 mmol). The suspension was stirred 
for 18 h at room temperature. H 2 0 and CH 2 CI 2 were added and the phases were 
separated. The water phase was washed with CH 2 CI 2 (x 2) and the combined organic 
phases were washed with brine, dried (MgS0 4 )/ filtered and concentrated In vacuo. The 
crude product was purified by flash chromatography using EtOAc/petroleum ether (40- 
60) 1:4 as the eluent. This afforded the title compound as yellow oil. 13 C NMR (CD 3 OD) 
8 198.3, 161.0 (dd), 157.8 (dd), 155.8, 151.1, 141.1, 138.0, 136.2, 135.0, 132.8, 
132.7, 129.5, 129.1, 129.0, 128.7, 127.3 (dd), 126.0 (dd), 122.3, 120.6, 116.7, 
112.9, 112.6 (dd), 105.7 (dd), 67.6, 19.7 

Example 178: 

-f3-r2-Chloro-4-r2.4-difluoro-phenylaminoVbenzovl1-4-methvl- phenvn-carbamic acid 
allvl ester fcompound 278) 

Compound 494 (0.06 g, 0.16 mmol) was suspended in dry CH 2 CI 2 (1.5 mL) under an 
argon atmosphere in a screw cap vessel. K 2 C0 3 (0.044 g, 0.32 mmol) was added 
followed by allyl chloroformate (0.034 mL, 0.032 mmol). The suspension was stirred for 
48 h at room temperature. Work up as described in the preparation of compound 277. 
The crude product was purified by flash chromatography using a gradient of 
EtO Ac/petroleum ether (40-60) 5:95 -> 30:70 as the eluent. This afforded the title 
compound as yellow oil. 13 C NMR (CDCI 3 ) 8 195.8, 159.1 (dd), 155.5 (dd), 153.2, 
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147.7, 139.6, 135.4, 135.2, 133.6, 132.9, 132.3, 132.0, 129.3, 124.4 (dd), 124.2 
(dd), 121.3, 119.7, 118.3, 116.3, 112.8, 111.6 (dd), 105.0 (dd), 65.9, 19.7 

Example 179: 

^3-r2-Chloro-4-f2.4-difluoro-p^ acid 
ethvl ester (compound 279^) 

Compound 494 (0.039 g, 0.1 mmol) was suspended in dry CH 2 CI 2 (1 mL) under an 
argon atmosphere. K 2 C0 3 (0.029 g, 0.21 mmol) was added followed by ethyl 
chloroformate (0.02 mL, 0.021 mmol). The suspension was stirred for 48 h at room 
temperature. Work up as described in the preparation of compound 277. The crude 
product was purified by flash chromatography using EtOAc/petroleum ether (40-60) 1:2 
as the eluent. This afforded the title compound as oil. 13 C IMMR (CDCI 3 ) 5 196.0, 159.1 
(dd), 155.6 (dd), 153.7, 147.9, 139.5, 135.6, 135.1, 133.6, 132.6, 131.9, 129.1, 
124.4 (dd), 124.3 (dd), 121.3, 119.8, 116.2, 112.7, 111.6 (dd), 104.9 (dd), 61.3, 
19.7, 14.5 

Example 181: 

r2-Chloro-4-f2.4-difluoro-phenvlaminoVphenvlVr5-( , 3-hvdroxv-butvlamino V2-methvl- 
phenyll-methanone (compound 281) 

Compound 494 (0.033 g, 0.09 mmol) was suspended in MeOH (1 mL). 3-Hydroxy- 
butyraldehyde (0.023 g, 0.27 mmol) and NaCN(BH 3 ) (0.055 g, 0.88 mmol) were added. 
The suspension was stirred at room temperature for 18 h. 3-Hydroxy-butyraldehyde 
(0.023 g, 0.27 mmol) and NaCN(BH 3 ) (0.055 g, 0.88 mmol) were added again and the 
suspension was stirred at room temperature for 24 h. The reaction mixture was 
concentrated in vacuo. The residue was dissolved in EtOAc and the organic phase was 
washed with brine. The water phase was extracted with EtOAc and the combined 
organic phases were dried (MgS0 4 ), filtered and concentrated in vacuo. The crude 
product was purified by flash chromatography using MeOH/CH 2 CI 2 1:50 as the eluent. 
This afforded the title compound as oil. 13 C IMMR (CDCI 3 ) 5 

196.7, 159.0 (dd), 155.4 (dd), 147.3, 146.0, 139.6, 135.0, 133.5, 132.0, 129.9, 
126.7, 124.6 (dd), 124.0 (dd), 116.3, 115.9, 114.6, 112.8, 111.6 (dd), 104.9 (dd), 
67.5, 42.1, 38.0, 24.0, 19.4 

Example 182; 

r2-Chioro-4-f2,4-difluoro-phenvlaminoVphenvn-f3 , -hy droxvmet hvl-4-methvl-biphenvl- 
3- yl)-meth anone (compound 282) 
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Compound 495 (0.039 g, 0.081 mmol) was dissolved in 1,2-dimethoxyethane (0.8 mL) 
in a screw cap vessel. 3-(Hydroxymethyl)phenylboronic acid (0.015 g, 0.097 mmol) 
and saturated aqueous NaHC0 3 (0.4 mL) were added. Argon was blown over the 
mixture and Pd(PPh 3 ) 4 (0.005 g, 0.004 mmol) was added. The reaction mixture was 
stirred at reflux temperature under an argon atmosphere for 2 h. H 2 0 and EtOAc were 
added and the water phase was extracted with EtOAc (x 2). The combined organic 
phases were dried (MgS0 4 ), filtered and concentrated In vacuo. The crude product was 
purified by flash chromatography using EtOAc/petroleum ether (40-60) 1:1 as the 
eluent. This afforded the title compound as oil. 13 C NMR (CDCI 3 ) 5 196.3, 159.1 (dd), 
155.5 (dd), 147.8, 141.5, 140.6, 139.6, 138.3, 137.0, 135.3, 133.7, 131.8, 129.4, 
129.1, 128.0, 126.3, 126.0, 125.6, 124.4 (dd), 124.3 (dd), 116.3, 112.8, 111.6 (dd), 
104.9 (dd), 65.3, 20.1 

Example 183: 

r2-Chloro-4-f2.4-difluoro-Dhenvlamlno'>-Dhe nvn-f3 , -hvdroxv-4-methvl-biphenvl-3-vl)- 
methanone (compound 2831 

The compound was prepared as described in the preparation of compound 282. Starting 
materials were compound 495 (0.039 g, 0.081 mmol), 3-hydroxyphenylboronic acid 
(0.013 g, 0.097 mmol) in 1,2-dimethoxyethane (0.8 mL), saturated aqueous NaHC0 3 
(0.4 mL) and Pd(PPh 3 ) 4 (0.005 g, 0.004 mmol). The crude product was purified by flash 
chromatography using EtOAc/petroleum ether (40-60) 1:2 as the eluent. This afforded 
the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 196.7, 159.2 (dd), 156.1, 155.5 
(dd), 147.9, 141.8, 139.4, 138.1, 137.1, 135.3, 133.7, 131.8, 130.0, 129.5, 129.3, 
128.1, 124.3 (m), 119.4, 116.3, 114.5, 114.0, 112.8, 111.6 (dd), 104.9 (dd), 20.1 

Example 184: 

r2-Chloro-4-r2.4-dlfluoro-phenvlaminoVphenvn-f4'-methoxv-4-methvl-biphenv|- 3-y|)- 
methano ne (compound 2841 

The compound was prepared as described in the preparation of compound 282. Starting 
materials were compound 495 (0.042 g, 0.087 mmol), 4-methoxyphenylboronic acid 
(0.016 g, 0.11 mmol) in 1,2-dimethoxyethane (1 mL), saturated aqueous NaHC0 3 (0.5 
mL) and Pd(PPh 3 ) 4 (0.005 g, 0.004 mmol). The crude product was purified by flash 
chromatography using EtOAc/petroleum ether (40-60) 1:5 as the eluent. This afforded 
the title compound as yellow oil. 13 C NMR (CDCI 3 ) 8 196.4, 159.3, 159.1 (dd), 155.5 
(dd), 147.7, 139.4, 138.1, 136.3, 135.2, 133.6, 132.7, 131.8, 129.6, 129.0, 128.0, 
127.8, 124.4 (dd), 124.2 (dd), 116.3, 114.3, 112.8, 111.6 (dd), 104.9 (dd), 55.4, 20.1 
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Example 185: 

/V-r3 , -r2-Chloro-4-f2.4-difluorO"phenvlaminoVbenzovn-4 , "methyl-biphe 
acetamide (compound 285) 

The compound was prepared as described in the preparation of compound 282. Starting 
materials were compound 495 (0.048 g, 0.1 mmol), 3-acetamidophenylboronic acid 
(0.021 g, 0.12 mmol) in 1,2-dimethoxyethane (1 mL), saturated aqueous NaHC0 3 (0.5 
mL) and Pd(PPh 3 ) 4 (0.006 g, 0.005 mmol). The crude product was purified by flash 
chromatography using EtOAc/petroleum ether (40-60) 1:1 as the eluent. This afforded 
the title compound as a slightly coloured solid. 13 C NMR (DMSO-d 6 ) 5 195.0, 168.4, 
158.8 (dd), 155.8 (dd), 149.4, 140.0, 139.9, 139.6, 137.5, 135.8, 133.9, 133.8, 
131.9, 129.4, 128.7, 126.6, 126.5, 126.4 (dd), 124.3 (dd), 121.2, 118.2, 116.9, 
115.0, 112.0 (dd), 111.9, 105.1 (dd), 24.0, 19.4 

Example 186: 

r2-Chloro-4-(2.4-dmuoro-phe^ 
biphenvl-3-ylVmethanone (compound 286) 

The compound was prepared as described in the preparation of compound 282. Starting 
materials were compound 495 (0.048 g, 0.1 mmol), 3- 

(trifluoromethoxy)benzeneboronic acid (0.025 g, 0.12 mmol) in 1,2-dimethoxyethane 
(1.2 mL), saturated aqueous NaHC0 3 (0.6 mL) and Pd(PPh 3 ) 4 (0.006 g, 0.005 mmol). 
The crude product was purified by flash chromatography using a gradient of 
EtOAc/petroleum ether (40-60) 2:98 -> 10:90 as the eluent. This afforded the title 
compound as yellow oil. 

Example 188: 

r2-Chloro-4-r2.4-difluoro-DhenvlaminoVphenvn-f3 , ,4\5 , -trifluoro-4-methyl-biphenyl-3 - 
yl)-methanone (compound 288) 

The compound was prepared as described in the preparation of compound 282. Starting 
materials were compound 495 (0.055 g, 0.11 mmol), 3,4,5-trifluorobenzeneboronic 
acid (0.024 g, 0.14 mmol) in 1,2-dimethoxyethane (1.2 mL), saturated aqueous 
NaHC0 3 (0.6 mL) and Pd(PPh 3 ) 4 (0.007 g, 0.006 mmol). The crude product was purified 
by flash chromatography using a gradient of EtOAc/petroleum ether (40-60) 2:98 -> 
10:90 as the eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 5 
195.8, 159.3 (dd), 155.6 (dd), 151.4 (m), 148.1, 140.1, 139.3 (dt), 138.0, 136.3 (m), 
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135.5, 135.3, 133.8, 132.1, 128.9, 127.5, 124.6 (dd), 124.2 (dd), 116.2, 112.7, 111.6 
(dd), 110.9 (m), 105.0 (dd), 20.1 

Example 189: 

r2-Chloro-4-f2.4-difluoro-phen^^^ 
yQ-methapone (289) 

The compound was prepared as described in the preparation of compound 282. Starting 
materials were compound 495 (0.055 g, 0.11 mmol), 3,4,-dimethoxybenzeneboronic 
acid (0.025 g, 0.15 mmol) in 1,2-dimethoxyethane (1.2 mL), saturated aqueous 
NaHC0 3 (0.6 mL) and Pd(PPh 3 ) 4 (0.007 g, 0.006 mmol). The crude product was purified 
by flash chromatography using a gradient of EtO Ac/petroleum ether (40-60) 12:88 -> 
50:50 as the eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 6 

196.4, 159.1 (dd), 155.5 (dd), 149.2, 148.7, 147.8, 139.5, 138.4, 136.3, 135.2, 

133.7, 133.2, 131.7, 129.3, 129.1, 127.8, 124.3 (m), 119.3, 116.3, 112.7, 111.6 (dd), 

111.5, 110.4, 105.0 (dd), 56.0, 20.0 

Example 190: 

3 , -r2-Chloro-4-f2.4-difluoro-DhenylaminoVbenzovn-4 , --methvl-biDhenvl-3-carbonitrile 
(compound 290) 

The compound was prepared as described in the preparation of compound 282. Starting 
materials were compound 495 (0.057 g, 0.12 mmol), 3-cyanobenzeneboronic acid 
(0.021 g, 0.14 mmol) in 1,2-dimethoxyethane (1.2 mL), saturated aqueous NaHC0 3 
(0.6 mL) and Pd(PPh 3 ) 4 (0.007 g, 0.006 mmol). The crude product was purified by flash 
chromatography using a gradient of EtOAc/petroleum ether (40-60) 2:3 -> 4:1 as the 
eluent. This afforded the title compound as yellow oil. 13 C NMR (CDCI 3 ) 8 195.9, 159.2 
(dd), 155.6 (dd), 148.1, 141.4, 140.1, 138.1, 136.2, 135.3, 133.7, 132.2, 131.4, 

130.8, 130.5, 129.7, 129.2, 128.9, 127.7, 124.5 (dd), 124.2 (dd), 118.8, 116.2, 
113.0, 112.8, 111.6 (dd), 105.0 (dd), 20.1 

Preparation 96: 

3-r2-Chloro-4-f2.4-difluoro-DhenvlaminoVbenzovn-4-methvl-benzenesulf onvl chloride 
(compound 496) 

Compound 494 (1.03 g, 2.76 mmol) was dissolved in CH 3 CN (65 mL) by heating. The 
solution was cooled to room temperature and concentrated HCI (37%, 1.2 mL, ca. 14 
mmol) and AcOH (99%, 2.3 mL) were added. The solution was cooled on an ice bath 
and the internal temperature was monitored. NaN0 2 (0.23 g, 3.31 mmol) dissolved in 
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H 2 0 (0.6 mL) was added over 15 minutes under stirring. The internal temperature did 
not exceed 2 °C. The mixture was stirred on an ice bath for 20 minutes after which S0 2 
gas was bubbled through the mixture for 45 minutes under stirring on ice bath. CuCI 
(0.37 g, 3.8 mmol) was added followed by CuCI 2 -2H 2 0 (0.59 g, 3.46 mmol) dissolved in 
5 H 2 0 (0.6 mL). The mixture was stirred at 0 °C for 10 minutes followed by stirring at 
room temperature for 1 h. The mixture was concentrated in vacuo and dissolved in 
EtOAc and H 2 0. The phases were separated and the water phase was extracted with 
EtOAc. The combined organic phases were washed with brine, dried (MgS0 4 ), filtered 
and concentrated In vacuo. The crude product was purified by flash chromatography 
10 using EtOAc/petroleum ether (40-60) 1:4 as the eluent to afford the title compound as 
a pale brown crystalline compound. 

Example 191: 

3-r2-Chloro-4-(2.4-difluoro-Dhen vlaminoVb^ 

15 benzenesulfonamide (compound 291^1 

Compound 496 (0.07 g, 0.15 mmol) was dissolved in pyridine (0.4 mL) and 
ethanolamine (0.011 mL, 0.18 mmol) was added. The solution was kept at room 
temperature for 1 h after which it was concentrated in vacuo. The residue was 
dissolved in EtOAc and H 2 0 and the phases were separated. The water phase was 

20 extracted with EtOAc (x 2) and the combined organic phases were washed with brine, 
dried (MgS0 4 ), filtered and concentrated in vacuo. The crude product was purified by 
flash chromatography using a gradient of EtO Ac/petroleum ether (40-60) 3:7 -> 1:0 as 
the eluent. This afforded the title compound as a solid. 13 C IMMR (CD 3 OD) 8 196.5, 
161.2 (dd), 158.0 (dd), 151.9, 143.3, 142.0, 139.5, 136.5, 135.2, 133.2, 129.9, 

25 128.2, 127.8, 127.8 (dd), 125.7 (dd), 116.5, 113.1, 112.7 (dd), 105.8 (dd), 61.8, 
46.3, 20.3 

Example 192: 

3-[2-Chloro-4-f2.4-difluoro-DhenvlaminoVbenzoylV4-methv l-A/-f2-morDholin-4-vl- 

30 ethyl Vbenzenesulfonamide f compound 292^1 

The compound was prepared and worked up as described in the preparation of 
compound 291. Starting materials were compound 496 (0.081 g, 0.18 mmol) and 4-(2- 
aminoethyl)morpholine (0.028 mL, 0.21 mmol) in pyridine (0.5 mL). The crude product 
was purified by flash chromatography using a gradient of EtOAc/ petroleum ether (40- 

35 60) 1:1 -> 1:0 as the eluent. This afforded the title compound as an amorphous 

compound. 13 C NMR (CDCI 3 ) 8 194.5, 159.5 (dd), 155.9 (dd), 148.8, 142.8, 140.5, 
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137.0, 135.4, 134.0, 132.1, 128.7, 127.9, 127.3, 125.0 (dd), 123.9 (dd), 116.0, 
112.9, 111.7 (dd), 105.1 (dd), 66.8, 56.2, 53.0, 38.9, 20.4 

Example 193: 

5 /V-Allvl-3-r2-chlorQ-4-f2.4-difluoro-Dhenvlamino^-benzo yn-4-methvl- 
benzenesulfonamide (compound 293^ 

The compound was prepared and worked up as described in the preparation of 
compound 291. Starting materials were compound 496 (0.071 g, 0.16 mmoi) and 
allylamine (0.014 mL, 0.19 mmol) in pyridine (0.4 mL). The crude product was purified 
10 by flash chromatography using a gradient of EtOAc/ petroleum ether (40-60) 1:4 -> 2:3 
as the eluent. This afforded the title compound as oil. 13 C NMR (CDCI 3 ) 5 194.6, 159.4 
(dd), 155.8 (dd), 148.7, 143.0, 140.4, 137.4, 135.5, 133.9, 132.8, 132.1, 128.8, 
128.0, 127.5, 124.9 (dd), 124.0 (dd), 118.0, 116.1, 112.9, 111.7 (dd), 105.0 (dd), 
45.8, 20.4 

15 

Example 194: 

/V-r2-f3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVbenzovn-4-methvl- 

benzenesulfonylaminoVethvn-acetamlde (compound 294) 

The compound was prepared and worked up as described in the preparation of 

20 compound 291. Starting materials were compound 496 (0.075 g, 0.17 mmol) and N- 
acetylethylenediamine (0.019 mL, 0.2 mmol) In pyridine (0.4 mL). The crude product 
was purified by flash chromatography using a gradient of DCM/MeOH 95:5 -> 80:20 as 
the eluent. This afforded the title compound as oil. 13 C NMR (CDCI 3 ) 5 194.6, 171.5, 
159.5 (dd), 155.9 (dd), 149.0, 142.7, 140.5, 137.1, 135.6, 134.2, 132.2, 128.6, 

25 127.4, 127.2, 125.2 (dd), 123.9 (dd), 116.1, 112.7, 111.7 (dd), 105.0 (dd), 43.2, 
39.3, 23.1, 20.3 

Example 195: 

3-r2-Chloro-4-f2.4-difluoro-phenylamino Vbenzovn-4-methvl-/V-propyl- 

30 benzenesulfonamlde (compound 295) 

The compound was prepared and worked up as described in the preparation of 
compound 291. Starting materials were compound 496 (0.074 g, 0.16 mmol) and n- 
propylamine (0.016 mL, 0.2 mmol) in pyridine (0.4 mL). The crude product was 
purified by flash chromatography using a gradient of EtOAc/petroleum ether (40-60) 

35 1:4 -> 3:2 as the eluent. This afforded the title compound as oil. 13 C NMR (CDCI 3 ) 8 
194.7, 159.4 (dd), 155.8 (dd), 148.6, 142.8, 140.3, 137.4, 135.5, 133.9, 132.1, 
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128.8, 128.1, 127.5, 124.9 (dd), 124.0 (dd), 116.1, 112.9, 111.7 (dd), 105.0 (dd), 
45.0, 22.9, 20.4, 11.1 

Example 196: 
5 3-r2-Chloro-4-f2.4-dlfluoro-D^^ 

methvl-benzenesu lfonamide (compound 2961 

The compound was prepared and worked up as described in the preparation of 
compound 291. Starting materials were compound 496 (0.073 g, 0.16 mmol) and 3- 
amino-l,2-propanedioI (0.017 g, 0.19 mmol) in pyridine (0.4 mL). The crude product 
10 was purified by flash chromatography using a gradient of EtOAc/petroleum ether (40- 
60) 1:1 -> 1:0 as the eluent. This afforded the title compound as oil. 13 C NMR (CDCI 3 ) 6 
194.8, 159.5 (dd), 155.8 (dd), 149.0, 142.7, 140.5, 136.9, 135.6, 134.2, 132.2, 
128.7, 127.4, 127.2, 125.1 (bd), 123.9 (dd), 116.1, 112.7, 111.7 (dd), 105.0 (dd), 
70,4, 64.0, 45.4, 20.3 

15 

Example 197: 

3-r2'Chloro-4-r2,4-difluoro-phenvlaminoVbenzoyn-A/-f2-m ethoxy-ethvlV4-methvl- 
benzenesulfonamide (compound 2971 

The compound was prepared and worked up as described in the preparation of 
20 compound 291. Starting materials were compound 496 (0.03 g, 0.066 mmol) and 2- 
methoxy-ethylamine (0.007 mL, 0.08 mpiol) in pyridine (0.15 mL). The crude product 
was purified by flash chromatography using EtOAc/petroleum ether (40-60) 3:2 as the 
eluent. This afforded the title compound as oil. 13 C NMR (CDCI 3 ) 5 194.5, 159.4 (dd), 
155.8 (dd), 148.6, 142.9, 140.3, 137.3, 135.5, 134.0, 132.1, 128.7, 128.1, 127.5, 
25 124.9 (dd), 124.0 (dd), 116.1, 112.9, 111.7 (dd), 105.0 (dd), 70.4, 58.8, 42.9, 20.4 

Preparation 97: 

2-Methvl-5-nitro-b enzoic acid methyl ester (compound 497) 

Acetyl chloride (15 ml) was added to MeOH (500 ml) at room temperature. After 10 
30 min, 2-methyl-5-nitro-benzoic acid (25.00 g, 138.00 mmol) was added. The reaction 
solution was heated for reflux for 18 h. The solution was then concentrated in vacuo. 
The residue was dissolved in diethyl ether and washed with H 2 0 and saturated aqueous 
solution of NaHC0 3 respectively. The organic phase was dried over MgS0 4 and 
concentrated In vacuo to provide the title compound as a white solid. 

35 

Preparation 98: 
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5-Amino-2-methyl-benzolc acid methyl ester (compound 498^ 

Compound 497 (26.5 g, 135.78 mmol) in ethanol (200 ml) was hydrogenated under 1 
atmosphere at room temperature in the presence of Pd/C 5% (2.00 g) for 3 h. After 
reaction, the catalyst was filtered off. The filtrate was concentrated in vacuo, providing 
the title compound as a brownish oil. 

Preparation 99: 

5-Hydroxy-2-methyl-benzoic acid methyl ester (compound 499^ 
To 2 N H 2 S0 4 (200 ml) was dropwise added NaN0 2 (11.50 g, 167.00 mmol) in H 2 0 
(100 ml) at 0°C. After being stirred at the same temperature for 20 min, the reaction 
mixture was heated for reflux for 2 h. Then the solution was cooled to room 
temperature and stirred at the same temperature overnight. The mixture was extracted 
three times with CHCI 3 . The combined organic phases were dried over MgS0 4 and 
concentrated In vacuo. The residue was purified by chromatography (ChbCVethyl 
acetate 50:1), furnishing the title compound as a red solid. 

Preparation 100: 

5-(4-Methoxy-benzyloxvV2-methyl-benzoic acid methyl ester (compound 500} 
A mixture of compound 499 (4.4 g, 26.48 mmol), 4-methoxybenzyl chloride (4.4 g, 
28.09 mmol), K 2 C0 3 (4.4 g, 31.83 mmol) and Nal (20 mg) was heated for reflux for 3 
h. After reaction, the solid was filtered off. The filtrate was concentrated In vacuo. The 
residue was purified by chromatography (petroleum ether/CH 2 CI 2 2:1, then CH 2 CI 2 ), 
giving the title compound as a yellow solid. 

Preparation 101: 

r5-(4-Methoxy"benzvloxvV2-methyl-phenyl1-methanol (compound 501^ 
To a solution of compound 500 (6.0 g, 21.00 mmol) in CH 2 CI 2 (100 ml) at -78 °C was 
added DIBAL-H (1 M in n-hexane, 55 ml, 55 mmol). The solution was warmed to room 
temperature and stirred for 1 h. Then the reaction solution was quenched with 
saturated aqueous solution of NH 4 CI. The mixture was filtered and washed with 
acetone. The combined liquids were concentrated In vacuo to remove acetone and 
CH 2 CI 2 . The aqueous mixture was extracted three times with CH 2 CI 2 . The combined 
organic phases were dried over MgS0 4 and concentrated In vacuo, furnishing the title 
compound as greyish solid. 

Preparation 102: 



WO 2005/009940 



176 



PCT/DK2004/000490 



5-(4-Methoxy-benzvloxy)-2-methvl-benz aldehvde (compound 502) 
To a solution of compound 501 (5.06 g, 19.59 mmol) In CH 2 CI 2 (100 ml) was added 
Dess-Martin perlodinane (8.36 g, 19.71 mmol) at room temperature over a 20 min 
period. The mixture was then stirred for 1 h. After total conversion, the reaction 
mixture was concentrated in vacuo together with silica gel. The residue was purified by 
chromatography (CH 2 CI 2 ), furnishing the title compound as a yellow solid. 

Preparation 103: 

r4-Bromo-2-nitro-phenvlvr5-f4-meth oxv-benzvloxvV2-methvl-phenvll-methaPQl 
(compound 503) 

To a solution of l,4-dibromo-2-nitro-benzene (5.89 g, 21.00 mmol) in THF (300 ml) 
was added a solution of PhLl (1.8 M in cyclohexane/diethyl ether 7:3, 12.8 ml, 23.1 
mmol) at -110°C. The mixture was stirred at the same temperature for 1 h. Compound 
502 (4.45 g, 17.4 mmol) in THF (100 ml) was dropwise added to the mixture. The 
reaction mixture was then allowed to warm to -78°C. and stirred at the same 
temperature for 4 h. Afterwards, the reaction mixture was quenched with saturated 
aqueous solution of NH 4 CI. the aqueous phase was extracted once with diethyl ether. 
The combined organic phases were dried over MgS0 4 and concentrated In vacuo. The 
residue was purified by chromatography (petroleum ether/ethyl acetate 5:1), furnishing 
a reddish foam. 

Preparation 104: 

C4-Bromo-2-nitro-Dhenvn-r5-f4-methoxv-benzvloxvV2-methvl-phenvl1-methano ne 
(compound 504) 

To a solution of compound 503 (6.47 g, 14.12 mmol) was added Dess-Martin 
periodinane (8.00 g, 18.86 mmol) in one portion at room temperature. After stirring at 
room temperature for 3 h, the reaction mixture was purified by chromatography 
(petroleum ether/ethyl acetate 10:1) to provide the title compound as a brownish oil. 



Example 198: 

r4-f4-Fluoro-2-methvl-ph e nvi a minoV2-nitro-phenvl1-r5-(4-methoxy-benzy|oxy)-2- 
methyl-phenvn-methanone (co mpound 298) 

Compound 504 (0.6 g, 1.35 mmol) was dissolved in 1,4-dioxan (15 mL). 4-Fluoro-2- 
methylaniline (0.22 mL, 2.0 mmol), Cs 2 C0 3 (0.61 g, 1.88 mmol), BINAP (0.06 g, 0.1 
mmol) and Pd 2 (dba) 3 (0.031 g, 0.03 mmol) were added and the reaction mixture was 
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stirred under an argon atmosphere at 100 °C for 18 h. H z O was added and the water 
phase was extracted with EtOAc (x 2). The combined organic phases were washed with 
brine, dried (MgS0 4 ), filtered and concentrated in vacuo. The crude product was 
purified by flash chromatography using a gradient of EtOAc/petroleum ether (40-60) 
0:100 -> 30:70. This afforded the title compound. *H NMR (CDCI 3 ) 6 7.32 (d,lH), 7.30 
- 7.14 (m,4H), 7.11 (d,lH), 7.06 - 6.91 (m,3H), 6.88 (m,2H), 6.84 - 6.77 (m,2H), 
5.87 (bs,lH), 4.88 (s,2H), 3.80 (s,3H), 2.49 (s,3H), 2.25 (s,3H). 

Preparation 105: 

r4-f4-Fluoro-2-methvl-Dhenylamino V 2-nitro-Dhenvn-f5-hvdroxv-2-methyl-phenyn- 
methanone (compound 5051 

Compound 298 (0.57 g, 1.14 mmol) was dissolved in CH 2 CI 2 (10 mL) and CF 3 COOH (10 
mL) was added. The reaction mixture was stirred at room temperature for 2 h after 
which the solvent was concentrated. The solid was recrystallized from CH 2 CI 2 . This gave 
the title compound as a solid. 

Example 199: 

r4-f4-Fluoro-2-methyl-phenvlamlnoV2-ni trQ-Dhenvll-r5-<'3-hvdroxv-propoxvV2- 
methvl-phenvn-met hanone f compound 2991 

Compound 505 (0.05 g, 0.13 mmol) and 3-chloro-propanol (0.022 mL, 0.26 mmol) 
were dissolved in CH 3 CN (3 mL). K 2 C0 3 (0.1 g, 0.72 mmol) and Nal (0.005 g, 0.03 
mmol) were added and the suspension was heated in a microwave oven at 100 °C for 
20 minutes. The suspension was filtered and the filtrate was concentrated in vacuo. The 
crude product was purified by flash chromatography using EtOAc/CH 2 CI 2 1:9 as the 
eluent. This afforded the title compound. *H NMR (CDCI 3 ) 8 7.36 (d,lH), 7.22 (dd,lH), 
7.17 (d,lH), 7.10 (d,lH), 7.06 - 6.89 (m,3H), 6.83 (dd,lH), 6.79 (d,lH), 5.88 (bs,lH), 
4.04 (t,2H), 3.82 (t,2H), 2.47 (S,3H), 2.25 (s,3H), 1.99 (m,2H) 

Example 200: 

r2-Amino-4-f4-fluoro-2-methvl-phenvlamino Vphenvn-r5-f3-hvdroxv-propoxy)-2- 
methvl-pppnvn-meth anone f compound 300) 

Compound 299 (0.026 g, 0.059 mmol) was dissolved in MeOH (2 mL). A catalytic 
amount of palladium on charcoal was added and the mixture was stirred under a 
hydrogen atmosphere for 1 h. The suspension was filtered and the filtrate was 
concentrated in vacuo. The crude product was purified by flash chromatography using 
EtOAc/petroleum ether (40-60) 1:1 -> 3:1 as the eluent. This afforded the title 
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compound. 4 H NMR (CDCI 3 ) 6 7.18 (dd,lH), 7.11 (d,lH), 7.03 (d,lH), 7.00 - 6.80 
(m,3H), 6.76 (d,lH), 6.45 (bs,2H), 5.89 (dd,lH), 5.75 (d,lH), 5.59 (s,lH), 4.08 
(t,2H), 3.83 (t,2H), 2.22 (s,3H), 2.18 (s,3H), 2.01 (m,2H) 

Preparation 106: 

Toluene-4-sulfonic acid 2,2-dimethvl-f l .31dioxolan-4-vlmethvl ester (compound 506) 
2,2-Dimethyl-4-hydroxymethyl-l,3-dioxolan (3.96 g, 30 mmol) and triethyl amine (5 
mL) were dissolved in CH 2 C1 2 (50 mL). p-Toluenesulphonyl chloride (3.8 g, 20 mmol) 
was added. The solution was stirred for 3 h after which 4-dimethylaminopyridine (0.05 
g, 0.04 mmol) was added. The solution was stirred for 0.5 h after which the solution 
was concentrated in vacuo. The residue was taken up in CH 2 CI 2 and the organic phase 
was washed with H z O, dried (MgS0 4 ), filtered and concentrated in vacuo. The crude 
product was purified by flash chromatography to afford the title compound. 

Example 201: 

r5-f2.2-Dimethvl-ri.31diQxolan-4-ylmethoxv)- 2-methvl-Dhenvn-r4-(4-flUoro-2-methyl- 
phenylaminoV2-nitro-phenvn-methanon e (compound 301) 

Compound 505 (0.05 g, 0.13 mmol) and compound 506 (0.056 g, 0.2 mmol) were 
dissolved in CH 3 CN (3 mL). K 2 C0 3 (0.1 g, 0.72 mmol) and Nal (0.005 g, 0.03 mmol) 
were added and the suspension was heated in a microwave oven at 100 °C for 20 
minutes and stirred at room temperature for 16 h. The suspension was filtered and the 
filtrate was concentrated in vacuo. The crude product was purified by flash 
chromatography using a gradient of EtOAc/petroleum ether (40-60) 0:1 -> 1:4 as the 
eluent. This afforded the title compound. *H NMR (CDCI 3 ) 8 7.34 (d,lH), 7.22 (dd,lH), 
7.17 (d,lH), 7.10 (d,lH), 7.05 - 6.87 (m,3H), 6.85 - 6.77 (m,2H), 5.99 (bs,lH), 4.42 
(m,lH), 4.17 - 4.06 (m,lH), 3.96 (dd,lH), 3.90 - 3.78 (m,2H), 2.46 (s,3H), 2.25 
(s,3H), 1.43 (s,3H), 1.38 (s,3H) 

Example 202: 

f5-(2.3-Dihydroxv-propoxvV2-methvl-phenv n-r4-(4-fluoro-2-methvl-phenylamino)-2- 
nitro-phenvn-methanone f comp ound 302) 

Compound 301 (0.025, 0.05 mmol) was dissolved in THF (2 mL) and 1 M HCI (0.2 mL) 
was added. The solution was kept at room temperature for 3 h after which the solution 
was concentrated in vacuo. This afforded the title compound. X H NMR (CDCI 3 ) 5 7.36 
(d,lH), 7.22 (dd,lH), 7.18 (d,lH), 7.10 (d,lH), 7.06 - 6.88 (m,3H), 6.87 - 6.77 
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(m,2H), 5.89 (bs,lH), 4.05 (m,lH), 3.95 (m,2H), 3.85 - 3.65 (m,2H), 2.46 (s,3H), 
2.25 (s,3H) 

Example 203: 

r2-Amlno-4-(4-fluoro-2-me^ 
methyl-phenvll-methanone (303^ 

Compound 302 (0.025 g, 0.055 mmol) was dissolved in MeOH (2 mL). A catalytic 
amount of palladium on charcoal was added and the mixture was stirred under a 
hydrogen atmosphere for 1 h. The suspension was filtered and the filtrate was 
concentrated in vacuo. The crude product was purified by preparative HPLC. This 
afforded the title compound. X H NMR (CDCI 3 ) 5 7.19 (dd,lH), 7.13 (d,lH), 7.05 - 6.82 
(m,4H), 6.76 (d,lH), 6.46 (bs,2H), 5.89 (dd,lH), 5.75 (d,lH), 5.56 (bs,lH), 4.15 - 
3.93 (m,3H), 3.80 (dd,lH), 3.71 (dd,lH), 2.65 (bs,lH), 2.23 (s,3H), 2.19 (s,3H), 2.10 
(bs,lH) 

Example 204: 

r4-f4-Fluoro-2-methvl-DhenvlamlnoV2-nitro-Dhenvn-r2-methvl-5 -r2-morDholin-4-vl- 
ethoxy)-phenyl1-methanone (304^ 

Compound 505 (0.083 g, 0.22 mmol) and /V-(2-chloroethyl)morpholine hydrochloride 
(0.082 g, 0.44 mmol) were suspended in CH 3 CN (5 mL). K 2 C0 3 (0.17 g, 1.2 mmol) and 
Nal (0.008 g, 0.05 mmol) were added and the suspension was heated in a microwave 
oven at 130 °C for 40 minutes. The suspension was filtered and the filtrate was 
concentrated in vacuo. The crude product was purified by flash chromatography using a 
gradient of EtOAc/petroleum ether (40-60) 2:3 -> 1:0 as the eluent. This afforded the 
title compound. l H NMR (CDCI 3 ) 5 7.34 (d,lH), 7.21 (dd,lH), 7.17 (d,lH), 7.10 (d,lH), 
7.05 - 6.88 (m^H), 6.85 - 6.78 (m,2H), 6.16 (s,lH), 4.02 (t,2H), 3.72 (m,4H), 2.75 
(t,2H), 2.54 (m,4H), 2.45 (s,3H), 2.25 (s,3H) 

Example 205: 

r2-Amino-4-f4-fluoro-2-methvl-DhenvlaminoV phenvlVr2-methvl-5-f2-morpholin-4--vl- 
ethoxyVphenyll-methanone f compound 305) 

Compound 304 (0.041 g, 0.083 mmol) was dissolved in MeOH (2 mL). A catalytic 
amount of palladium on charcoal was added and the mixture was stirred under a 
hydrogen atmosphere for 1 h. The suspension was filtered and the filtrate was 
concentrated in vacuo. The crude product was purified by flash chromatography using 
EtOAc/petroleum ether (40-60) 3:1 -> 6:1 as the eluent. This afforded the title 
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compound. X H NMR (CDC1 3 ) 5 7.19 (dd,lH), 7.11 (d,lH), 7.03 (d,lH), 7.00 - 6. 
(m,3H), 6.76 (d,lH), 6.46 (bs,2H), 5.89 (dd,lH), 5.75 (d,lH), 5.60 (s,lH), 4.0 
(t,2H), 3.71 (m,4H), 2.77 (t,2H), 2.55 (m,4H), 2.23 (s,3H), 2.18 (s,3H) 



Example 206: 

[4-r2.4-Dlfluorn-nh e nvlaminoV2-nitro- p hPnyn-r5-f4-methoxv-ben7vloxvV2-methYl- 
phenvn-methanone (C ompound 3061 

2,4-Difluoro-phenylamine (26 \iL, 0.25 mmol) was dissolved in dry 1,4-dioxane (3 mL) 
in a vial under an argon atmosphere. Compound 504 (114 mg, 0.25 mmol) was added 
and dissolved in the solvent. Rac-BINAP (7.0 mg, 0.012 mmol), Pd 2 (dba) 3 (7.0 mg, 
0.008 mmol) and Cs 2 C0 3 (114 mg, 0.35 mmol) were added, and the reaction mixture 
was stirred under an argon atmosphere at 100 °C for 16 h. The reaction mixture was 
filtered through Celite and then purified by continuous gradient flash chromatography 
using EtOAc/petroleum ether (40-60) (v:v= 1:9 to 1:3) as the eluent to afford the title 
compound as curry yellow solid. 13 C NMR (CDCI3) 6 194.5, 159.6 (dd), 159.5, 156.1, 
155.9 (dd), 149.6, 147.1, 137.2, 132.8, 131.8, 131.7, 129.2, 128.5, 126.8, 124.8 
(dd), 123.8 (dd), 117.9, 117.1, 114.1, 111.8 (dd), 109.5, 105.2 (dd), 70.1, 55.3, 19.9 



Preparation 107: 

r4-r2.4-Difltinrn-phenvlamlnoV2-nit r n-phenvn-f5-hvdroxv-2-methyl-phenyl)- 
methanone ( Compound 5071 

Compound 306 (90 mg, 0.178 mmol) was dissolved in dry DCM (5 mL). TFA (5 mL) 
was added, and the reaction mixture was stirred at RTfor lh and then concentrated // 
vacuo, affording the crude product as beige/off-white solid. 



Example 207: 

r4-f2.4-Diflunm- P henvlaminoV2-nitr o -phenvn-r5-r3-hvdroxV-propoxy)-2-methyl- 
phenyll-mftl-hanone ( Compound 3071 

Compound 507 (66 mg, 0.17 mmol) was dissolved in acetonitrile (3 mL) in a reaction 
vial. 3-chloro-propan-l-ol (22 uL, 0.26 mmol), K 2 C0 3 (36 mg, 0.26 mmol) and Nal 
(cat. amount) were added. The reaction vial was flushed with argon, closed and then 
stirred at 170 °C for 15 min. in a microwave oven. The reaction mixture was allowed tc 
cool to RT and then poured into a mixture of EtOAc/water. The layers were separated 
and the organic phase was dried (MgS0 4 ), filtered and concentrated in vacuo affording 
the crude product. Purified by continuously gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 1:9 to 1:1) as the eluent, affording the title 
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compound as a yellow oil. 13 C NMR (CDCI 3 ) 5 194.4, 159.7 (dd), 156.2, 155.9 (dd), 
149.9, 147.4, 137.4, 132.8, 131.9, 131.6, 126.5, 125.0 (dd), 123.8 (dd), 117.8, 
117.5, 116.4, 111.9 (dd), 109.4, 105.2 (dd), 65.8, 60.2, 31.9, 19.8 

Example 208: 

r2-Amino-4-f2.4-difluoro-Dhenvlaml noVphenvn-r5-f3-hvdroxv-propoxv)-2-methvl- 
phenvn-me thanone fcomoound 3081 

Compound 307 (46 mg, 0.1 mmol) was dissolved in EtOH (5 ml_), flushed with argon 
and added Pd/C (cat. amount). The flask was purged with H 2 for 2 min. and stirred 
under an H 2 -atmosphere at RT for 1 h. The reaction mixture was filtered through Celite 
and concentrated in vacuo. Purified by continuously gradient flash chromatography 
using DCM/MeOH (v:v= 100:0 to 95:5) as the eluent, affording the title compound as a 
yellow oil. 13 C NMR (DMSO-d 6 ) 5 196.3, 158.9 (dd), 156.2, 155.6 (dd), 154.2, 150.8, 
142.2, 135.6, 131.1, 127.0 (dd), 125.2, 124.8 (dd), 114.5, 112.2, 111.6 (dd), 109.7, 
104.8 (dd), 104.0, 96.9, 64.6, 57.2, 32.1, 17.9 

Example 209: 

f4-f2.4-Difluoro-phenvlaminoV2-nltro-phenvn-r2-methyl-5-(2-mo rphoHn-4-vl-ethoxvV 
phenyll-methanone (compound 309) 

Compound 507 (50 mg, 0.13 mmol) was dissolved in acetonitrile (3 mL) in a reaction 
vial. 4-(2-Chloro-ethyl)-morpholine hydrochloride (48 mg, 0.26 mmol), K 2 C0 3 (72 mg, 
0.52 mmol) and Nal (cat. amount) were added. The reaction vial was flushed with 
argon, closed and then stirred at 170 °C for 10 min. in a microwave oven, followed by 
reflux in a oil bath for 40 h. The reaction mixture was added EtOAc (30 mL) and 
washed with H 2 0 (2 x 20 mL), brine (2 x 20 mL). The organic phase was dried 
(Na 2 S0 4 ), filtered, concentrated in vacuo and purified by continuously gradient flash 
chromatography using EtOAc/petroleum ether (40-60)(v:v= 2:1 to 100:0) as the 
eluent, affording the title compound as a yellow oil. 13 C NMR (CDCI 3 ) 8 194.3, 159.7 
(dd), 156.1, 155.9 (dd), 149.9, 147.3, 137.4, 132.8, 131.9, 131.8, 126.7, 124.9 (dd), 
123.8 (dd), 117.9, 117.6, 116.6, 111.9 (dd), 109.4, 105.2 (dd), 66.8, 65.7, 57.5, 54.0, 
19.8 

Example 210: 

r2-Amino-4-f2.4-difluoro-phenvlaminoVphenyn-r2-methvl-5-(2-m orpholin-4-vl- 
ethoxvVp henvll-methanone (compound 3101 
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The reaction was carried out as described in the preparation of compound 308, using 
compound 309 (18 mg, 0.036 mmol) as the nitro-compound. Stirred under an H 2 - 
atmosphere for 16 h. Purified by flash chromatography using EtOAc as the eluent, 
affording the title compound as oil. 13 C NMR (CDCI 3 ) 8 198.4, 156.4, 153.5, 149.7, 
141.9, 137.1, 131.4, 126.9, 124.8 (dd), 115.5, 112.8, 112.2, 111.3 (dd), 105.1, 
104.8, 104.7 (dd), 98.9, 66.9, 66.1, 57.7, 54.1, 18.4 

Example 211: 

r4-r2.4-Difluoro-phenvla minoV2-nitro-DhenvlVr5-f2 > 2-dimethvl-ri,31dioxolan-4-" 
ylmethoxy)-2-methyl-phenvl1-methanone (compound 311^ 

Compound 507 (50 mg, 0.13 mmol) was dissolved in acetonitrile (3 mL) in a reaction 
vial. Compound 506 (75 mg, 0.26 mmol), K 2 C0 3 (36 mg, 0.26 mmol) and Nal (cat. 
amount) was added. The reaction vial was flushed with argon, closed and then stirred 
at 170 °C for 10 min. in a microwave oven, followed by reflux in a oil bath for 40 h. The 
reaction mixture was added EtOAc (30 mL) and washed with H 2 0 (2 x 20 mL), brine (2 
x 20 mL). The organic phase was dried (Na 2 S0 4 )/ filtered, concentrated in vacuo and 
purified by continuously gradient flash chromatography using EtOAc/petroleum ether 
(40-60)(v:v= 1:9 to 1:3) as the eluent, affording the title compound as a yellow oil. 13 C 
NMR (CDCI 3 ) 8 194.3, 159.7 (dd), 156.0, 155.9 (dd), 149.9, 147.3, 137.5, 132.8, 
132.0, 131.8, 126.6, 124.9 (dd), 123.8 (dd), 117.9, 117.3, 116.6, 111.9 (dd), 109.9, 

109.5, 105.2 (dd), 73.9, 69.2, 66.7, 26.8, 25.3, 19.8 

Example 212: 

r4-(2 r 4-Difluoro-phenvlaminoV2-nitro-Dhenyl1-r5-(2,3-dihydroxy-propoxy)-2-methvl- 
phenyll-methanone (compound 312^ 

Compound 311 (48 mg, 0.01 mmol) was dissolved in TFA:H 2 0 (3:1, 8 mL) and stirred 
at RT for 2 h. The reaction mixture was concentrated in vacuo and purified by flash 
chromatography using EtOAc/petroleum ether (40-60)(v:v= 1:1) as the eluent, 
affording the title compound as a yellow oil. 13 C NMR (DMSO-d 6 ) 5 193.5, 156.3, 150.1, 
148.8, 137.5, 132.5, 132.3, 129.3, 126.6 (dd), 123.9 (dd), 122.9, 117.3, 116.1, 

115.6, 112.1 (dd), 108.6, 105.1 (dd), 69.8, 62.5, 19.0 

Example 213 

r2-Amino-4-f2.4-difluoro-DhenvlaminoVphenvn-r5-f2,3-dihvdroxv-propoxvV2-methvl- 
phenyll-methanone (compound 313) 
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The reaction was carried out as described in the preparation of compound 308, using 
compound 312 (48 mg, 0.096 mmol) as the nitro-compound. Stirred under an H 2 - 
atmosphere for 16 h. Purified by flash chromatography using EtOAc/petroIeum ether 
(40-60) (1:1) as the eluent, affording the title compound as colourless oil. 1 H NMR 
5 (DMSO-de) 8 

8.32 (s,lH), 7.42 - 7.29 (m,2H), 7.15 (d,lH), 7.09 (m,lH), 6.89 (dd,lH), 6.82 (d,lH), 
6.66 (d,lH), 6.02 - 5.92 (m,2H), 3.97 (dd,lH), 3.87 - 3.30 (m,4H), 2.05 (s,3H) 

Preparation 108: 

10 2-Fluoro-5-hvdroxv-benzaldehvde (compound 508^ 

2-Fluoro-5-methoxy-benzaldehyde (4 g, 26 mmol) was dissolved In dry DCM (25 mL) 
under an argon atmosphere, cooled to 0 °C and slowly added boron tribromide (26 mL, 
1.0 M in DCM, 26 mmol). On completion of the addition the reaction mixture was 
allowed to warm to RT and stirred for 16 h under an argon atmosphere. The reaction 

15 was carefully quenched with water (10 mL), added sat. NaHC0 3 (30 mL), then shaken 
and the layers were separated. The aqueous phase was extracted with two more 
portions of DCM. The organic phases were combined, extracted with 2N NaOH (2 x 100 
mL). The combined NaOH-phases were acidified with HCI (konc.) and extracted with 
DCM (4 x 150 mL). The organic phases were combined, dried (MgS0 4 ), filtered, and 

20 concentrated in vacuo to afford the crude product. Purified by chromatography using 
EtOAc/petroleum ether (40-60)(v:v= 1:5) as the eluent, affording the title compound 
as a white solid. 

Preparation 109: 

25 5-(te/t-Butvl-dimeth yl-silanvloxvV2-fluoro-benzaldehvde (compound 509^ 

Compound 508 (1.5 g, 10.7 mmol) was dissolved in dry DMF (40 mL) under an argon 
atmosphere. te/t-Butyl-chloro-dimethyl-silane (2.43 g, 16.1 mmol) and imidazole (1.1 
g, 16.1 mmol) was added. Stirred at RT for 2 h, added EtOAc (250 mL) and then 
washed with water (2 x 100 mL), 4% MgS0 4 (2 x 75 mL), dried (MgS0 4 ), filtered, and 

30 concentrated In vacuo to afford the crude product as yellow oil. Purified by 

chromatography using EtOAc/petroleum ether (40-60)(l:20) as the eluent, affording 
the title compound as an colourless, clear oil. 
Preparation 110: 

(4-Bromo-2-chl oro-phenvlVr5"(te/t-butvl-dimethvl-silanvloxvV2-fluoro-phenyl> 
35 methanol (compound 510^ 
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A dry flask was charged with 4-bromo-2-chloro-l-iodo-benzene (10.9 g, 34.5 mmol) 
and the flask was evaporated and then filled with argon, this process repeated twice. 
Dry THF (100 mL) was added, and the solution cooled to -50 °C; then 
Isopropylmagnesium chloride (17.3 mL, 2.0 M in diethyl ether, 34.5 mmol) was added 
slowly over 15 min. keeping the temperature below -40 °C. On completion of the 
addition the reaction mixture was stirred at -40 °C for 45 min. The temperature was 
raised to -25 °C for 5 min. and then lowered to -40 °C, followed by slowly addition of a 
solution of compound 509 in dry THF (15 mL). On completion of the addition the 
reaction mixture was stirred at -40 °C for 10 min. and was then allowed to warm to 5 
°C over a period of 2.5 h. The reaction mixture was slowly poured into ice-cold 2N 
H 2 S0 4 (200 mL) and extracted with EtOAc. The aqueous phase was extracted with four 
more portions of EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, 
and concentrated in vacuo to afford the crude product as brown oil. Used without 
further purification. 

Preparation 111: 

(4-Bromo-2-chloro-phenyn-(2-fluoro-5-hydroxy-phenylVmethanone (co mpound 5111 
Compound 510 (15.9 g, 35.6 mmol) was dissolved in dry DCM (80 mL) and dry 
acetonitrile (10 mL) under an argon atmosphere. The mixture was cooled to 0 °C and 
added 4-methyl-morpholine 4-oxide (6.27 g, 53.5 mmol), grinded molecular sieve (4A, 
17.8 g). Tetra-yv-propyiammonium perruthenate(VII) (250 mg, 0.71 mmol) was added 
in 5 portions (5 x 50 mg) and the reaction mixture was stirred for 10 min. at 0 °C, 
evaporated to 1/3 volume and filtered through silica. The silica was washed with EtOAc 
(300 mL). The organic phase was concentrated in vacuo affording the crude product. 
Purified by continuously gradient flash chromatography using EtOAc/petroleum ether 
(40-60)(v:v= 1:80 to 1:10) as the eluent, affording the title compound as a yellow 
solid. 

Preparation 112: 

r2-Chloro-4-f2,4-difluoro-DhenvlamlnoVDhenvl1-r2-fluoro-5-hvdroxv-phenvn- 
methanon e (compound 512) 

Compound 511 (200 mg, 0,6 mmol) was dissolved in dry 1,4-dioxane (5 mL) in a 
reaction vial under an argon atmosphere. 2,4-Difluoro-phenylamine (78 mg, 62 pL, 0.6 
mmol) was added and dissolved in the solvent. Rac-BINAP (17 mg, 0.028 mmol), 
Pd 2 (dba) 3 (17 mg, 0.018 mmol) and Cs 2 C0 3 (277 mg, 0.85 mmol) were added. The 
reaction vial was flushed with argon, closed and then stirred at 130 °C for 40 min. in a 
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microwave oven. The reaction mixture was allowed to cool to RT, filtered through Celite 
and then purified by continuous gradient flash chromatography using EtOAc/petroleum 
ether (40-60)(v:v= 1:7 to 1:3) as the eluent to afford the title compound as a yellow 
solid. 

Example 214: 

r2-Chloro-4-f2.4-difluoro-phenvlaminoVphenvlVr2-fluoro-5-f3-hvdroxv-propoxv)- 
phenyll-methanone (compound 314^ 

Compound 512 (38 mg, 0.1 mmol) was dissolved in acetonitrile (2 mL) in a reaction 
vial. 3-Chloro-propan-l-ol (11 pL, 0.12 mmol), K 2 C0 3 (17 mg, 0.12 mmol) and Nal 
(cat. amount) were added. The reaction vial was flushed with argon, closed and then 
stirred at 130 °C for 20 min. in a microwave oven. The reaction mixture was allowed to 
cool to RT and then poured into a mixture of EtOAc/water. The aqueous phase was 
acidified with HC1 (4N) and the layers were separated. The aqueous phase was 
extracted with more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered 
and concentrated In vacuo affording the crude product. Purified by continuously 
gradient flash chromatography using EtOAc/petroleum ether (40-60)(v:v= 1:3 to 1:1) 
as the eluent, affording the title compound as a yellow solid. 13 C NMR (CDCI 3 ) 5 190.8, 
159.1 (dd), 155.6 (dd), 155.3 (d), 155.0 (d), 148.0, 134.7, 133.0, 129,4, 127.9 (d), 
124.4 (m), 120.4 (d), 117.1 (d), 116.0, 115.1 (d), 112.8, 111.6 (dd), 104.9 (dd), 
66.3, 60.0, 32.0 

Example 215: 

r2-Chloro-4-(2.4-difluoro-phenvlaminoVphenylVr5-(2.2-dimethyl-ri31dioxolan-4- 
ylmethoxy)"2-fluoro-phenyl1-methanone (compound 315^ 

Compound 512 (54 mg, 0.14 mmol) was dissolved in acetonitrile (4 mL) in a reaction 
vial. Compound 506 (61 mg, 0.21 mmol) and K 2 C0 3 (30 mg, 0.21 mmol) were added. 
The reaction vial was flushed with argon, closed and then stirred at 110 °C for 50 min. 
in a microwave oven, followed by reflux in a oil bath for 24 h. The reaction mixture was 
concentrated In vacuo and purified by continuously gradient flash chromatography 
using EtOAc/petroleum ether (40-60)(v:v= 1:7 to 1:3) as the eluent, affording the title 
compound as a yellow oil. 13 C NMR (CDCI 3 ) 8 190.6, 159.1 (dd), 154.7, 154.5 (d), 
154.4 (dd), 147.8, 134.7, 132.9, 129.6, 127.9 (d), 124.4 (dd), 124.2 (dd), 120.6 (d), 
117.1 (d), 116.0, 115.1 (d), 112.9, 111.6 (dd), 109.9, 104.9 (dd), 73.9, 69.6, 66.6, 
26.8, 25.4 
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Example 216: 

r2-Chloro-4-f2,4-difluoro-ph^^ 
phenyll-methanone f Compound 316^ 

Compound 315 was dissolved in TFA: water (3:1, 8 mL) and stirred at RT for 1 h. The 
5 reaction mixture was concentrated in vacuo and purified by continuously gradient flash 
chromatography using EtOAc/petroleum ether (40-60)(v:v= 1:2 to 100:0) as the 
eluent, affording the title compound as a yellow foam. 13 C NMR (DMSO-d 6 ) 6 189.3, 
158.8 (dd), 155.7 (dd), 154.9 (d), 153.8 (d), 149.5, 133.5, 133.4, 127.8 (d), 126.5 
(dd), 126.3, 124.1 (dd), 119.7 (d), 117.1 (d), 114.9 (d), 114.7, 112.0 (dd), 111.7, 
10 105.0 (dd), 70.4, 69.8, 62.5 

Preparation 113: 

r2-Chloro-4-f4-chloro-2-methyl-Dhenvlam inoVDhenvlVf2-fluoro-5-hvdroxv-phenvn- 
methanone f com pound 513) 

15 4-Chloro-2-methyl-phenylamine (73 \xL, 0.60 mmol) was dissolved in 5 mL dry 1,4- 
dioxane in a reaction vial under an argon atmosphere. Compound 511 (200 mg, 0.60 
mmol) was added and dissolved in the solvent. Rac-BINAP (18 mg, 0.028 mmol), 
Pd 2 (dba) 3 (17 mg, 0.018 mmol) and Cs 2 C0 3 (277 mg, 0.84 mmol) were added. The 
reaction vial was flushed with argon, closed and then stirred at 130 °C for 10 min. in a 

20 microwave oven. The reaction mixture was filtered through Celite and then purified by 
continuous gradient flash chromatography using EtOAc/petroleum ether (40-60) (v:v= 
1:9 to 1:4) as the eluent to afford the title compound as yellow solid. 13 C NMR (CDCI 3 ) 
8 

25 Example 217: 

2-{3-r2-Chloro-4-f4-chloro-2-methyl-phenvlaminoVbenzovl1-4-flu oro-phenoxv>-A/- 
methvl-acetamide (compound 317) 

Compound 513 (36 mg, 0.09 mmol) was dissolved in acetonitrile (2 mL) in a reaction 
vial. 2-Chloro-/V-methyl-acetamide (30 mg, 0.28 mmol), K 2 C0 3 (38 mg, 0.28 mmol) 

30 were added. The reaction vial was flushed with argon, closed and then stirred at 130 °C 
for 45 min. in a microwave oven. The reaction mixture was poured into a mixture of 
EtOAc:H z O (1:1, 10 mL). The layers were separated and the aqueous phase was 
extracted with EtOAc (3x5 mL). The combined organic layers were dried (MgS0 4 ), 
filtered, concentrated in vacuo and purified by continuously gradient flash 

35 chromatography using EtOAc/petroleum ether (40-60)(v:v= 1:3 to 100:0) as the 

eluent, affording the title compound as a yellow oil. 13 C NMR (CDCI 3 ) 5 190.1, 168.2, 
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155.7 (d), 153.2 (d), 149.2, 136.6, 135.0, 134.5, 133.4, 131.2, 130.5, 128.7 (d), 
128.1, 127.1, 125.3, 119.6 (d), 117.4 (d), 116.1 (d), 115.6, 112.4, 68.0, 25.8, 17.9 

Example 218: 
5 r2-Chloro-4-f4-chloro-2-methyl-phenylamlnoV^ 
propo^y)-phenyll-methanone (compound 318) 

The reaction was carried out as described in the preparation of compound 317, using 
compound 513 (31 mg, 0.079 mmol) as the phenol and 3-chloro-propan-l-ol (20 pL, 
0.24 mmol) as the alkyl-chloride. Stirred at 130 °C for 15 min. in a microwave oven. 
10 Purified by continuous gradient flash chromatography using EtO Ac/petroleum ether 

(40-60) (v:v= 15:85 to 60:40) as the eluent, affording the title compound as yellow oil. 
13 C NMR (CDCI 3 ) 8 190.7, 155.2 (d), 154.9 (d), 148.8, 136.7, 134.9, 134.3, 133.2, 
131.1, 130.4, 128.7, 128.1 (d), 127.1, 125.1, 120.2 (d), 117.0 (d), 115.7, 115.0 (d), 
112.5, 66.3, 60.2, 32.0, 17.9 

15 

Example 219: 

2-r3-r2-Chloro"4-(4-chloro-2-methyl"phenylamino)-benzoyl1-4>fluoro-phenoxy>-/V^- 
dimethyl-acetamide ( compound 319) 

The reaction was carried out as described in the preparation of compound 317, using 
20 compound 513 (36 mg, 0.092 mmol) as the phenol and 2-chloro-/V,/V-dimethyl- 

acetamide as the alkyl-chloride (29 pL, 0.28 mmol). Stirred at 130 °C for 15 min in a 
microwave oven. Purified by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 1:1 to 100:0) as the eluent, affording the title 
compound as oil. 13 C NMR (CDCI 3 ) 8 190.3, 167.2, 155.6 (d), 154.2 (d), 148.9, 136.7, 
25 134.9, 134.3, 133.3, 131.1, 130.4, 128.4, 128.1 (d), 127.1, 125.1, 120.4 (d), 117.2 
(d), 115.7, 112.4, 67.7, 36.5, 35.7, 17.9 

Example 220: 

r2-Chloro-4-(4-chloro-2-methyl-phenylamino)-phepyl]-r5-(2 f 2-dimethyl-ri f 31dioxolan- 

30 4-vlmethoxyV2-fluoro-phenyn-methanone (compound 320) 

The reaction was carried out as described in the preparation of compound 311, using 
compound 513 (34 mg, 0.087 mmol) as the phenol. Stirred at 130 °C for 45 min. in a 
microwave oven. Purified by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 1:9 to 1:1 ) as the eluent, affording the title 

35 compound as yellow oil. 13 C NMR (CDCI 3 ) 5 190.5, 155.4 (d), 154.7 (d), 148.8, 136.7, 
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134.9, 134.3, 133.2, 131.2, 130.4, 128.6, 128.1 (d), 127.1, 125.1, 120.4 (d), 117.1 
(d), 115.7, 115.1 (d), 112.5, 109.9, 73.9, 69.6, 66.6, 26.8, 25.3, 17.9 

Example 221: 

r2-Chloro-4-f4-chloro-2-methvl-Dhe nvte^ 
fluoro-phenyiymethanone (compound 321^ 

Compound 320 (31 mg, 0.07 mmol) was dissolved in TFA:H 2 0 (3:1, 10 mL) and stirred 
at RT for 1 h. The reaction mixture was concentrated in vacuo and purified by flash 
chromatography using DCM/MeOH (v:v= 99.5:0.5 to 98.5:1.5) as the eluent, affording 
the title compound as oil. 13 C NMR (CDCI 3 ) 5 190.5, 155.4 (d), 154.6 (d), 148.9, 136.7, 
134.9, 134.3, 133.3, 131.2, 130.4, 128.5, 128.2 (d), 127.1, 125.1, 120.2 (d), 117.1 
(d), 115.7, 115.2 (d), 112.5, 70.3, 69.9, 63.5, 17.9 

Preparation 114: 

r2-Chloro-4-r4-fluoro-2-methvl-phenvlaminoVphenvn- (2-fluoro-5-hvdroxv-DhenvlV 
methanone f compound 514^ 

The reaction was carried out as described in the preparation of compound 513 using 
compound 511 (49 mg, 0.15 mmol) as the bromo compound and 4-fluoro-2-methyl- 
phenylamine (17 pL, 0.15 mmol) as the amine. Stirred at 110 °C for 40 min. in a 
microwave oven. Purified by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 1:5 to 1:2) as the eluent, affording the title 
compound as yellow solid. 

Example 222: 

r2-Chloro-4-f4-fluoro-2-methvl-phenvlaminoVphenviyr2-fluoro -5-( r 3-hvdroxv- 
propoxy)-phenyl1-methanone (compound 322^ 

The reaction was carried out as described in the preparation of compound 317, using 
compound 514 (31 mg, 0.083 mmol) as the phenol and 3-chloro-propan-l-ol (21 pL, 
0.25 mmol) as the alkyl chloride. Stirred at 130 °C for 75 min. in a microwave oven. 
Purified by continuous gradient flash chromatography using EtO Ac/petroleum ether 
(40-60) (v:v= 1:4 to 4:1) as the eluent, affording the title compound. 13 C NMR (CDCI 3 ) 
8 190.6, 160.6 (d), 155.1 (d), 154.9 (d), 149.9, 136.4 (d), 135.1, 133.8 (d), 133.4, 
128.2 (d), 127.9, 127.2 (d), 120.1 (d), 117.8 (d), 117.0 (d), 115.1 (d), 114.9, 113.8 
(d), 111.7, 66.3, 60.2, 32.0, 18.1 



Preparation 115: 
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f2-Chloro-4-(4-fluoro-phenvte 
(compound 515) 

The reaction was carried out as described in the preparation of compound 513, using 
compound 511 (99 mg, 0.3 mmol) as the bromo compound and 4-fluoro-phenylamine 
(29 pL, 0.3 mmol) as the amine. Stirred at 130 °C for 30 min. in a microwave oven. 
Purified by continuous gradient flash chromatography using EtOAc/petroleum ether 
(40-60) (v:v= 1:5 to 1:2) as the eluent, affording the title compound as yellow solid. 

Example 223: 

r2-Chloro-4-f4-fluoro-DhenvlaminoVphenvn-r2-fluoro--5--(3-hvdroxv-propoxv)->phenvll- 
methanone (compound 323) 

The reaction was carried out as described in the preparation of compound 317 using 
compound 515 as the phenol and 3-chloro-propan-l-ol (24 pL, 0.29 mmol) as the 
alkyl-chloride. Stirred at 130 °C for 60 min. in a microwave oven. Purified by 
continuous gradient flash chromatography using EtO Ac/petroleum ether (40-60) (v:v= 
1:4 to 4:1) as the eluent, affording the title compound. 13 C NMR (CDCI 3 ) 8 190.7, 159.6 
(d), 155.2 (d), 155.0 (d), 148.9, 136.0 (d), 134.9, 133.3, 128.5, 128.1 (d), 124.1 (d), 
120.2 (d), 117,0 (d), 116.4 (d), 115.5, 115.1 (d), 112.3, 66.3, 60.0, 32.0 

Example 224: 

r2-Chloro-4-(4-fluoro-phenvlamino)-phenyl1-r5-(2.2-dimethyl-ri,31dioxolan-4- 
ylmethoxy)-2-fluoro-phenyl1-methanone (compound 324) 

The reaction was carried out as described in the preparation of compound 311, using 
compound 515 (35 mg, 0.097 mmol) as the phenol. Stirred at 130 °C for 75 min. in a 
microwave oven. Purified by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 1:9 to 2:3) as the eluent, affording the title 
compound. 13 C NMR (CDCI 3 ) 5 190.5, 159.7 (d), 155.4 (d), 154.7 (d), 148.8, 135.9 (d), 
134.9, 133.2, 128.8, 128.1 (d), 124.2 (d), 120.4 (d), 117.1 (d), 116.5 (d), 115.5, 
115.1 (d), 112.4, 109.9, 74.0, 69.6, 66.7, 26.8, 25.4 

Preparation 116: 

r2-Chloro-4-(2-chloro-4-fluoro-phenviaminoVphenvn-(2-fluoro-5-hvdroxv-phenvn- 
methanone (compound 516) 

The reaction was carried out as described in the preparation of compound 513, using 
compound 511 (95 mg, 0.29 mmol) as the bromo compound and 2-chloro-4-fIuoro- 
phenylamine (35 pL, 0.29 mmol) as the amine. Stirred at 130 °C for 10 min. in a 
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microwave oven. Purified by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 1:5 to 1:2) as the eluent, affording the title 
compound as yellow solid. 

Example 225: 

r2-Chloro-4-r2-chloro-4-fluoro-Dhenv laminoVDhenvn-r2-fluoro-5-f3-hvdroxv-propoxYV 
phenvll-methanone (compound 325^ 

The reaction was carried out as described in the preparation of compound 317 using 
compound 516 (27 mg, 0.068 mmol) as the phenol and 3-chloro-propan-l-ol (17 pL, 
0.2 mmol) as the alkyl-chloride. Stirred at 130 °C for 60 min. in a microwave oven. 
Purified by continuous gradient flash chromatography using EtOAc/petroleum ether 
(40-60) (v:v= 1:4 to 4:1) as the eluent, affording the title compound as yellow oil. 13 C 
NMR (CDCI 3 ) 8 190.7, 158.5 (d), 155.2 (d), 155.0 (d), 147.1, 134.6, 133.7 (d), 132.8, 
130.3, 127.7 (d), 126.7 (d), 122.5 (d), 120.6 (d), 117.5 (d), 117.1 (d), 116.9, 115.0, 
114.9 (d), 113.7, 66.4, 60.2, 32.0 

Preparation 117: 

r2-Chloro-4-f2-nitro-DhenvlaminoV phenvn-f2-fluoro-5-hvdroxv-phenyl)-methgnone 
(compound 517} 

The reaction was carried out as described in the preparation of compound 513, using 
compound 511 (200 mg, 0.6 mmol) as the bromo compound and 2-nitro-phenylamine 
(84 mg, 0.6 mmol) as the amine. Stirred at 130 °C for 10 min. in a microwave oven. 
Purified by continuous gradient flash chromatography using EtOAc/petroleum ether 
(40-60) (v:v= 1:9 to 1:4) as the eluent, affording the title compound as orange solid. 

Preparation 118/Example 290: 

r2-Chloro-4-f2-nitro-phenvlaminoVphenvlVr2 -fluoro-5-f2-morpholin-4-vl-ethoxv)- 
phenyll-methanone fcompound 518^ 

Compound 517 (30 mg, 0.08 mmol) was dissolved in acetonitrile (2 mL) in a reaction 
vial. 4-(2-Chloro-ethyl)-morpholine hydrochloride (44 mg, 0.24 mmol) and K 2 C0 3 (33 
mg, 0.24 mmol) were added. The reaction vial was flushed with argon, closed and then 
stirred at 130 °C for a total of 105 min. in a microwave oven. The reaction mixture was 
poured into a mixture of EtOAc:H 2 0 (1:1, 10 mL). The layers were separated and the 
aqueous phase was extracted with EtOAc (2 x 10 mL). The combined organic layers 
were dried (MgS0 4 ), filtered, concentrated In vacuo and purified by continuously 
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gradient flash chromatography using EtO Ac/petroleum ether (40-60)(v:v= 1:9 to 3:2) 
as the eluent, affording the title compound as a light yellow oil. 

Preparation 119/Example 291: 

r2-Chloro-4-f2-nitro-phenvlaminoVphenvn- r5-f2.2-dimethvl-ri,31dioxolan-4- 
vlmethoxvl-2-fluoro-phenvn-methanone (compound 5191 

The reaction was carried out as described in the preparation of compound 311, using 
compound 517 (36 mg, 0.093 mmol) as the phenol. Stirred at 130 °C for 15 min. in a 
microwave oven. Purified by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 1:9 to 2:3) as the eluent, affording the title 
compound as light yellow oil. 

Preparation 120/Example 292: 

r2-Chloro-4-r2-nitro-phenvlaminoVphenvl1-r5-f2 > 3-dihvdroxv-propoxy)-2-fluoro - 
phenyll-me thanone (compound 5201 

Compound 519 (46 mg, 0.092 mmol) was dissolved in TFA: H 2 0 (3:1, 10 mL) and 
stirred at RT for 1 h. The reaction mixture was concentrated in vacuo and purified by 
flash chromatography using DCM/MeOH (v:v= 4:1 to 1:4) as the eluent, affording the 
title compound. 

Example 226: 

r4-(2-Amino-phenvlaminoV2-chloro-phenvn-r5-(2.3-dihvdroxv-propoxvV2-fluoro- 
phenyll-methanone (compound 3261 

Compound 520 (37 mg, 0.08 mmol) was dissolved in MeOH (2 mL), NH 4 CI (29 mg, 
0.55 mmol) and Zn-dust (72 mg, 1.10 mmol) were added. Reflux for 0.5 h, allowed to 
cool to RTand filtered. Purified by flash chromatography using DCM:MeOH (v:v= 95:5) 
as the eluent, affording the title compound. 13 C NMR (CD 3 OD) 5 192.4, 156.5 (d), 156.2 
(d), 153.1, 144.8, 136.3, 135.1, 129.9 (d), 128.4, 128.1, 127.1, 126.8, 120.8 (d), 
119.6, 118.0 (d), 117.7, 116.5 (d), 115.8, 112.5, 71.7, 71.2, 64.0 

Example 227: 

r4-(2-Amino-phenvlaminoV2"Chloro-phenylVr2-fluoro-5-(2-mo rpholin-4-vl-ethoxvV 
phenyll-methanone (compound 3271 

The reaction was carried out as described in the preparation of compound 326, using 
compound 518 (37 mg, 0.074 mmol) as the 
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nitro compound. Purified by flash chromatography using DCNhMeOH (v:v= 95:5) as the 
eluent, affording the title compound. 13 C NMR (CDCI 3 ) 5 190.6, 155.2 (d), 154.6, 149.8, 
142.9, 135.0, 133.4, 128.3 (d), 128.0, 127.7, 127.0, 125.2, 120.2 (d), 119.2, 117.0 
(d), 116.4, 115.2 (d), 115.1, 111.9, 66.5, 66.1, 57.4, 53.9 

Preparation 121: 

r4-Bromo-2-chloro-phenviVf2-chloro -5-methoxv-DhenvlVmethanol (compound 521) 
To a solution of 4-bromo-2-chloro-l-iodo-benzene (10.0 g, 31.5 mmol) in THF (120 ml) 
was added 2 M solution of isopropylmagnesium chloride in THF (17.3 ml, 34.60 mmol) 
at - 65°C. The reaction mixture was stirred at -40°C for 20 min. After 2-chloro-5- 
methoxy- benzaldehyde (5.5 g, 32.20 mmol) was added, the reaction mixture was 
warmed to room temperature and stirred overnight. Then the solution was quenched 
with saturated aqueous solution of NH 4 CI. The aqueous phase was extracted twice with 
diethyl ether. The combined organic phases were dried over MgS0 4 and concentrated in 
vacuo. The crude material was purified by chromatography (petroleum ether/CH 2 CI 2 
1:1) to provide title compound as a yellowish oil. 

Preparation 122: 

(4-Bromo-2"Chloro-phenvlVf2-chloro-5-methoxv-phenylVm ethanone (compound 522) 
To a solution of compound 521 (5.18 g, 14.3 mmol) in CH 2 Cl 2 (100 mi) was 
portionswise added Dess-Martin periodinane (6.11 g, 14.40 mmol) at room 
temperature. After being stirred at room temperature for 1 h, the reaction mixture was 
concentrated together with silica gel in vacuo. The residue was purified by 
chromatography (petroleum ether/CH 2 CI 2 1:1) to give the title compound as colourless 
oil. 

Preparation 123: 

f4-Bromo-2-chloro-phenvlV(2-chloro-5-hvdroxy-phenvlVmethanone (compound 523) 
To a solution of compound 522 (4.63 g, 12.86 mmol) in CH 2 CI 2 (50 ml) was dropwise 
added a 1 M solution of BBr 3 in CH 2 CI 2 at -40°C. The reaction solution was warmed to 
room temperature and stirred overnight. After reaction, the solution was poured into 
brine. The aqueous phase was extracted twice with CH 2 C1 2 . The combined organic 
phases were dried over MgS0 4 and concentrated in vacuo to give a solid, which was 
washed with petroleum ether/CH 2 CI 2 1:1, giving the title compound as a greyish solid. 



Preparation 124: 



WO 2005/009940 



PCT/DK2004/000490 



193 

r2-Chloro-4-f2.6-difluoro-phe^^ 
methanone (compound 524) 

A mixture of compound 523 (1.00 g, 3.00 mmol), 2,6-difluoroaniline (0.47 g, 3.60 
mmol), rac-BINAP (74 mg, 0.12 mmol), Pd 2 (dba) 3 and Cs 2 C0 3 (1.95 g, 6.00 mmol) in 
5 1,4-dioxane (30 ml) was stirred at 120°C for 2 days. The mixture was filtered and 

washed with 1,4-dioxane. The filtrate was concentrated together with silica gel in vacuo 
and purified by chromatography (petroleum ether/ethyl acetate 3:1) to provide the title 
compound as a solid. 

10 Example 228: 

r2-Chloro-4-f2,6-difluoro-DhenvlaminoVphenvlVr2-chloro-5-f2-morpholin-4-vl- 
ethoxyVphenyll-methanone (compound 328) 

A mixture of compound 524 (42 mg, 0.11 mmol), 4-(2-chloro-ethyl)-morpholine (50 
mg, 0.27 mmol) and K 2 C0 3 (100 mg, 0.72 mmol) in CH 3 CN (2 ml) in a sealed glass was 
15 stirred at 90°C for 18 h. The mixture was then filtered. The filtrate was concentrated in 
vacuo. The residue was purified by chromatography (ethyl acetate), furnishing the title 
compound as a brownish oil. 13 C NMR (CDCI 3 ) 5 192.5, 157.5 (dd), 157.2, 148.2, 140.2, 
135.6, 134.0, 131.0, 127.8, 126.1 (t), 123.5, 118.2, 116.7 (t), 116.4, 115.4, 112.7, 
112.2 (m), 66.6, 66.1, 57.4, 54.0 

20 

Example 229: 

f±Vr2-ChlorO"4-f2,6-difluoro-phenylaminoVphenyl1-f2-chloro-5-(2,3-dihydroxy- 
propoxy)-phenyl1-methanone (compound 329) 

A mixture of compound 524 (42 mg, 0.11 mmol), (±)-toluene-4-sulfonic acid 2,2- 
25 dimethyl-[l,3]dioxolan-4-ylmethyl ester (50 mg, 0.17 mmol) and K 2 C0 3 (100 mg, 0.72 
mmol) was treated as described for compound 328. Chromatography (petroleum 
ether/ethyl acetate3:l) furnished an acetonide. 

The acetonide was taken up in TFA/H 2 0 3:1 (1 ml) at room temperature and the 
obtained solution was stirred at the same temperature for 0.5 h. The mixture was then 
30 concentrated in vacuo. The residue was purified by chromatography (ethyl acetate), 
giving the title compound as colourless foam. 13 C NMR (CDCI 3 ) 5 192.6, 157.5 (dd), 
157.1, 148.4, 140.3, 135.6, 134.1, 131.1, 127.5, 126.1 (t), 123.7, 118.0, 116.7 (t), 
116.4, 115.4, 112.7, 112.2 (m), 70.2, 69.6, 63.4 

35 Example 230: 
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r5-f3-Bromo-prQDOxvV2-chlorO"phenvl1-r2-chloro-4-f2.6-difluor o-phenvlaminoV 
phenyll-methanone (compound 330) 

A mixture of compound 524 (0.20 g, 0.51 mmol), 1,3-dibromopropane (0.62 g, 3.06 
mmol) and K 2 C0 3 (0.21 g, 1.53 mmol) was treated as described for compound 328. 
Chromatography (petroleum ether/ethyl acetate 4:1) furnished the title compound. 13 C 
NMR (CDCI 3 ) 5 192.6, 157.5 (dd), 157.3, 148.2, 140.2, 135.6, 134.1, 131.0, 127.8, 
126.0 (t), 123.4, 118.0, 116.7 (t), 116.4, 115.3, 112.7, 112.2 (m), 65.8, 32.2, 29.7 

Preparation 125: 

3-f4-Bromo-2-chloro-benzoyl)-4-methvl-benzoic acid methyl ester (compound 525) 
To a solution of 3-iodo-4-methyl-benzoic acid methyl ester (13.50 g, 48.92 mmol) in 
THF (260 mL) was added 2 M solution of isopropylmagnesium chloride in THF (24.5 mL, 
49.00 mmol) at - 50°C. After the reaction mixture was stirred at the same temperature 
for 30 min, compound 440 (13.39 g, 40.70 mmol) was added. The solution was 
warmed up to room temperature and stirred at the same temperature for 2 h. The 
reaction was then quenched with saturated aqueous solution of IMH4CI. The aqueous 
phase was extracted twice with diethyl ether. The combined organic phases were dried 
over MgS0 4 and concentrated In vacuo. The crude material was taken up in ethanol and 
heated for reflux. The obtained solution was cooled down to room temperature. The 
crystals were filtered off and dried. 

Preparation 126: 

f4-Bromo-2-chloro-phenyi)-(5-hydroxymethyl-2-methvl~phenyl)-methanol (compound 
526) 

A mixture of compound 525 (4.01 g, 10.90 mmol) and L1AIH4 (0.83 g, 21.82 mmol) in 
THF (100 mL) was heated for reflux for 1.5 h. After being cooled down to room 
temperature, the reaction mixture was poured into H 2 0 and aqueous solution of H 2 S0 4 
(2M, 50 mL) was added. This mixture was then extracted twice with diethyl ether. The 
combined organic phases were dried over Na 2 S0 4 and concentrated In vacuo, giving the 
title compound. 

Preparation 127: 

f4-Bromo-2-chloro-phenvn-(2-methvh5"triisoproDvlsilanyloxymethvl-phenyl)-methanol 
(compound 527) 

To a solution of compound 526 (3.68 g, 10.80 mmol) and imidazol (1.47g, 21.60 
mmol) in DMF (40 mL) was added TIPSCI (2.30 mL, 10.80 mmol) at room temperature. 
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The reaction solution was stirred at the same temperature for 3 h and then poured into 
H 2 0. The aqueous mixture was extracted three times with diethyl ether. The combined 
organic phases were washed with brine, dried over Na 2 S0 4 , and concentrated in vacuo. 
The residue was purified by chromatography (ethyl acetate/petroleum ether 1:10), 
furnishing the title compound. 

Preparation 128: 

f4-Bromo-2-chloro-Dhenvn-r2-methvl-5-triisopropylsllanvloxvmethvl-phenvlV 
methanone (compound 528) 

Compound 527 (4.12 g, 8.27 mmol) was treated as described for compound 522. Flash 
chromatography (petroleum ether/ethyl acetate 3:97) to provide the title compound. 

Preparation 129: 

r2-Chloro-4-(2,4-difluoro-phenylamino)'-phenyn-f2-methyl-5- 
triisopropylsilanyloxymethyl-phenyl)-methanone (compound 5291 
A mixture of compound 528 (505 mg, 1.02 mmol), 2,4-difluoroaniline (0.14 mL, 1.32 
mmol), Cs 2 C0 3 (995 mg, 3.65 mmol), BINAP (26 mg, 0.041 mg), and Pd(OAc) 2 (9 mg, 
0.041 mmol) in 1,4-dioxane (15 mL) was stirred in a sealed bottle at 100°C for 18 h. 
The mixture was filtered. The filtrate was concentrated in vacuo together with silica gel. 
The residue was purified by flash chromatography (ethyl acetate/ petroleum ether: 
graduated from 0/100 to 40/60), furnishing the title compound. 

Example 231: 

r2-Chloro-4-f2.4-difluoro-phenylamino)-phenvl]-f5"hydroxvmethvl-2-methvl-phenvn- 
meth^non e (compound 331) 

To a solution of compound 529 (1.85 g, 3.40 mmol) in THF (40 mL) was added 1 M 
solution of TBAF in THF (4.1 mL, 4.10 mmol) at room temperature. The reaction 
solution was stirred at room temperature for 30 min and then poured into H 2 0 and 
extracted with diethyl ether. The combined organic phases were dried over Na 2 S0 4 and 
concentrated in vacuo. The residue was purified by flash chromatography (ethyl 
acetate/petroleum ether: graduated from 20/80 to 50/50), giving the title compound. 
13 C IMMR (DMSO-d 6 ) 8 195.4, 158.7 (dd), 155.7 (dd), 149.0, 139.9, 138.8, 134.8, 
133.3, 130.8, 128.7, 127.1, 126.7, 126.3 (dd), 124.3 (dd), 114.8, 111.9 (dd), 111.7, 
105.0 (dd), 62.1, 19.4 

Example 232: 
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r2-Chloro-4-f2,4-difluoro^ 
methanone f compound 332} 

To a solution of compound 331 (0.79 g, 2.09 mmol), Et 3 N (0.58 mL, 4.18 mmol), and 
DMAP (10 mg) in CH 2 CI 2 (50 mL) was added p-toluenesulfonyl chloride (0.60 g, 3.14 
5 mmol) at room temperature. The reaction mixture was stirred at the same temperature 
for 18 h and then poured into H 2 0. The aqueous phase was extracted three times with 
CH 2 CI 2 . The combined organic phases were dried over Na 2 S0 4 and concentrated in 
vacuo. The residue was purified by chromatography (petroleum ether/ethyl acetate: 
graduated from 90/10 to 75/25), giving the title compound. 13 C NMR (CDCI 3 ) 5 195.7, 
10 159.2 (dd), 155.5 (dd), 147.8, 139.4, 138.3, 135.2, 134.8, 133.5, 131.8, 131.0, 

129.6, 129.4, 124.4 (dd), 124.3 (dd), 116.2, 112.8, 111.6 (dd), 105.0 (dd), 45.6, 20.2 

Example 233; 

f5-Azidomethvl-2- methvl-DhenvlVr2>chloro-4-f2,4-difluoro-phenvlaminoVphenyl1- 

15 methanone (compound 333) 

A mixture of compound 332 (56 mg, 0.14 mmol) and NaN 3 (18 mg, 0.28 mmol) in DMF 
(4 mL) was stirred at 80°C for 3 h. The reaction mixture was poured into H 2 0 and 
extracted three times with CH 2 CI 2 . The combined organic phases were washed with 
brine, dried over Na 2 S0 4 , and concentrated in vacuo, furnishing the title compound. 13 C 

20 NMR (CDCI 3 ) 8 195.9, 159.2 (dd), 155.6 (dd), 147.9, 139.6, 138.1, 135.2, 133.6, 

132.6, 131.9, 130.6, 129.3, 124.4 (dd), 116.2, 112.8, 111.6 (dd), 105.0 (dd), 54.1, 
20.2 

Example 234: 

25 (5-Aminomethvl-2-methvl-phenylvr2-chloro-4-f2.4-difluoro-phenylamino)-phenyn- 
methanone (compound 334) 

To a solution of compound 333 (46 mg, 0.11 mmol) was added triphenylphosphine (67 
mg, 0.26 mmol) at room temperature. The solution was stirred at the same 
temperature for 18 h. H 2 0 (0.5 mL) was added. The mixture was then heated for reflux 
30 for 4 h and concentrated together with silica gel in vacuo. The residue was purified by 
chromatography (MeOH/ethyi acetate: graduated from 13/87 to 30/70), providing the 
title compound. 13 C NMR (CDCI 3 ) 5 196.4, 159.1 (dd), 155.5 (dd), 147.8, 139.6, 139.3, 
136.5, 135.1, 133.5, 131.6, 129.8, 129.5, 128.3, 124.5 (dd), 124.3 (dd), 116.2, 
112.8, 111.6 (dd), 104.9 (dd), 45.6, 20.1 

35 

Preparation 130: 
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(4-Bromo-2-chloro-phenYlVf5-^^ 
(compound 5301 

Compound 441 (1.05 g, 2.70 mmol) was treated as described for compound 526. Flash 
chromatography (ethyl acetate/petroleum ether: graduated from 25/75 to 45/55) 
5 provided the title compound. 

Preparation 131: 

(4-Bromo-2-chloro-phenvlVf2- methoxv-5-triisopropvlsilanvloxvmethvl-phenvlV 
methanol (compound 5311 
10 Compound 530 (766 mg, 2.14 mmol) was treated as described for compound 527. 

Flash chromatography (ethyl acetate/petroleum ether: graduated from 4/96 to 30/70) 
furnished the title compound. 

Preparation 132: 

15 (4-Bromo-2-chloro-phenylV(2-metho xv-5-triisopropvlsilanvloxvmethvhphenvn- 
methanone (compound 532) 

Compound 531 (710 mg, 1.38 mmol) was treated as described for compound 504. 
Flash chromatography (petroleum ether/ethyl acetate 3:97) to provide the title 
compound. 

20 

Preparation 133: 

r2-Chioro-4-(2.4"difluoro-phenylaminoVphenyn-(2-methoxy-5-triisopropYl" 
silanvloxvmethvl-phenvlV methanone (5331 

Compound 532 (449 mg, 0.87 mmol) and 2,4-difluoroaniline (0.12 mL, 1.14 mmol) 
25 were treated as described for compound 529. Flash chromatography (ethyl acetate/ 
petroleum ether: graduated from 10/90 to 25/75) furnished the title compound. 

Example 235: 

r2-Chloro-4-(2.4-difluoro-phen vlaminoVphenvlV(5-hvdroxvmethvl-2-methoxv-phenyl)- 

30 methanone (compound 3351 

Compound 533 (163 mg, 0,29 mmol) was treated as described for compound 331. 
Flash chromatography (ethyl acetate/petroleum ether: graduated from 50/50 to 75/25) 
gave the title compound. 13 C NMR (CD 3 OD) 8 196.0, 161.0 (dd), 158.9, 157.8 (dd), 
150.8, 135.8, 135.1, 134.7, 133.0, 130.7, 130.1, 129.7, 127.3 (dd), 126.2 (dd), 

35 116.4, 112.9, 112.9, 112.6 (dd), 105.7 (dd), 64.5, 56.4 
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Example 236: 

Acetic acid 3-r2-chlorO"4-(2,4"dlfluorO"phenvlaminoVben20v)1-4-m ethoxv-benzvl ester 
(compound 336^ 

To a solution of compound 335 (45 mg, 0.11 mmol), Et 3 N (46 [iL, 0.34 mmol), and 
5 DMAP (3 mg) in CH 2 CI 2 (5 mL) was added Ac 2 0 (13 pl_, 0.13 mmol) at room 

temperature. The solution was stirred at room temperature for 0.5 h. The reaction 
solution was then washed with H 2 0 and saturated aqueous solution of NaHC0 3/ dried 
over MgS0 4 , and concentrated in vacuo. The residue was purified by chromatography 
(ethyl acetate/petroleum ether 1:4), giving the title compound. 13 C NMR (CDCI 3 ) 6 
10 193.1, 170.9, 158.9 (dd), 158.2, 155.3 (dd), 147.2, 134.7, 133.2, 133.2, 130.8, 

130.4, 129.5, 128.3, 124.7 (dd), 123.8 (dd), 116.1, 112.9, 111.7, 111.5 (dd), 104.9 
(dd), 65.6, 56.0, 21.0 

Example 237: 

15 A/-tert-Butoxv-3-r2-chloro-4-f2,4-di fluoro-DhenvlaminoVbenzovl1-4-methoxy- 
benzamide ( compound 337) 

To a mixture of compound 437 (51 mg, 0.12 mmol), O-tert-butylhydroxylamine (31 
mg, 0.24 mmol), /V-methylmorpholine (26 mg, 0.24 mmol) and 1-hydroxybenzotriazol 
(16 mg, 0.12 mmol) in CH 2 CI 2 (5 mL) was added EDCI (30 mg, 0.16 mmol) at room 

20 temperature. The reaction mixture was stirred at the same temperature for 6 h and 

then quenched with H 2 0. The aqueous phase was extracted five times with CH 2 CI 2 . The 
combined organic phases were dried over MgS0 4 and concentrated in vacuo. The 
residue was purified by flash chromatography (ethyl acetate/petroleum ether 2:1), 
furnishing the title compound. 13 C NMR (DMSO-d 6 ) 8 191.6, 164.8, 159.4, 158.7 (dd), 

25 155.7 (dd), 149.2, 133.8, 133.6, 131.7, 129.1, 128.4, 126.5, 126.4 (dd), 124.7, 124.2 
(dd), 114.8, 111.9 (dd), 111.8, 111.7, 105.0 (dd), 80.8, 56.0, 26.4 

Example 238: 

3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVbenzovn-/V-meth oxy-4-methvhbenzamide 

30 (compound 338) 

Compound 424 (50 mg, 0.12 mmol) and /V-methylhydroxylamine hydrochloride (21 
mg, 0.25 mmol) were treated as described for compound 337. Flash chromatography 
(ethyl acetate/petroleum ether: graduated from 67/33 to 100/0) provided the title 
compound. 13 C NMR (DMSO-d 6 ) 5 194.5, 158.8 (dd), 155.8 (dd), 149.5, 140.1, 139.5, 

35 133.8, 133.7, 131.2, 129.4, 128.8, 126.9, 126.5 (dd), 126.2, 124.1 (dd), 114.8, 111.9 
(dd), 111.8, 105.0 (dd), 63.2, 19.6 
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Example 239: 

N-Butoxv-3-r2-chloro-4-(2^ ^ 
fcompound 339) 

5 Compound 424 (100 mg, 0.25 mmol) and O-butyl-hydroxylamine (63 mg, 0.50 mmol) 
were treated as described for compound 337. Flash chromatography (ethyl 
acetate/petroleum ether: graduated from 20/80 to 60/40) provided the title compound. 
13 C NMR (CDCI 3 ) 8 195.4, 165.9, 159.3 (dd), 155.7 (dd), 148.3, 142.0, 139.8, 135.4, 
133.8, 131.7, 129.5, 129.1, 128.6, 127.7, 124.6 (dd), 124.1 (dd), 116.2, 112.8, 111.7 
10 (dd), 105.0 (dd), 76.9, 30.1, 20.4, 19.1, 13.8 

Example 240: 

3-r2-Chloro-4-f2,4-difluoro-phenvlaminoVbenzov l1-/V-c^clohexvlmethoxv-4"methvN 
benzamide (compound 340) 

15 Compound 424 (50 mg, 0.12 mmol) and O-cyclohexyl-hydroxylamine (42 mg, 0.25 
mmol) were treated as described for compound 337. Flash chromatography (ethyl 
acetate/petroleum ether: graduated from 67/33 to 100/0) provided the title compound. 
X H NMR (CDCI3) 8 8.68 (bs,lH), 7.72 (bd,lH), 7.66 (bs,lH), 7.43 - 7.28 (m,3H), 7.00 - 
6.82 (m,3H), 6.75 (dd,lH), 5.94 (bs,lH), 3.80 (d,2H), 2.44 (s,3H), 1.89 - 1.56 

20 (m,6H), 1.35 - 1.09 (m,3H), 1.07 - 0.84 (m,2H) 

Example 241: 

3-r2-ChlorO"4-r2.4-difluoro--phenvlaminoVbenzovl1-4-methyl-/V-f2-m ethvl~thiazol'4- 
ylmethoxy)-benzamide fcompound 341) 

25 Compound 424 (50 mg, 0.12 mmol) and 0-(2-Methyl-thiazol-4-ylmethyl)- 

hydroxylamine (36 mg, 0.25 mmol) were treated as described for compound 337. Flash 
chromatography (ethyl acetate/petroleum ether: graduated from 67/33 to 100/0) 
provided the title compound. X H NMR (CDCI 3 ) 8 10.0 - 9.0 (bs,lH), 7.76 (dd,lH), 7.67 
(d,lH), 7.42 - 7.30 (m,3H), 7.15 (s,lH), 7.00 - 6.84 (m,3H), 6.75 (dd,lH), 5.98 

30 (bs,lH), 5.04 (s,2H), 2.64 (s,3H), 2.45 (s,3H) 

Example 242: 

N-benzvloxv-3-r2-chloro-4-f2.4-difluoro-Dhenvl amino)-benzovn-4-methvl-benzamide 
(compound 342) 

35 Compound 424 (100 mg, 0.25 mmol) and O-benzyl-hydroxylamine (80 mg, 0.50 mmol) 
were treated as described for compound 337. Flash chromatography (ethyl 
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acetate/petroleum ether: graduated from 80/20 to 60/40) provided the title compound. 
13 C NMR (CDCI 3 ) 8 195.3, 165.8, 159.3 (dd), 155.7 (dd), 148.2, 142.2, 139.8, 135.4, 

135.1, 133.8, 131.7, 129.4, 129.1, 128.9, 128.7, 127.8, 124.6 (dd), 124.1 (dd), 

116.2, 112.8, 111.7 (dd), 105.0 (dd), 78.5, 20.4 

Example 243: 

3-r2-Chloro-4-f2.4-difluoro-DhenvlamlnoVbenzovn-/V-f4- methoxv-benzvloxvV4- 
methvl-ben zamide (compound 343 ^ 

Compound 424 (100 mg, 0.25 mmol) and 0-(4-methoxy-benzyl)-hydroxylamine (65 
mg, 0.34 mmol) were treated as described for compound 337. Flash chromatography 
(ethyl acetate/petroleum ether: graduated from 80/20 to 60/40) provided the title 
compound. 13 C NMR (CDCI 3 ) 5 195.3, 165.6, 160.1, 159.3 (dd), 155.7 (dd), 148.2, 
142.1, 139.7, 135.3, 133.8, 131.7, 131.1, 129.4, 129.1, 128.6, 127.8, 127.2, 124.6 
(dd), 124.2 (dd), 116.2, 114.1, 112.8, 111.6 (dd), 105.0 (dd), 78.0, 55.3, 20.4 

Example 244: 

3-r2-ChlorQ-4-f2.4-difluoro-ohenylaminoVbenzovll-4-methyl-ben zoic acid N'.N'- 
dimethyl-hydrazlde (compound 344) 

Compound 424 (50 mg, 0.12 mmol) and A/,A/-dimethyl-hydrazine (19 pL, 0.25 mmol) 
were treated as described for compound 337. Flash chromatography (ethyl 
acetate/ petroleum ether: graduated from 67/33 to 80/20) provided the title compound. 
13 C NMR (DMSO-de) 8 194.7, 163.2, 158.9 (dd), 155.9 (dd), 149.6, 139.6, 139.5, 
133.9, 133.8, 131.3, 131.0, 129.1, 127.2, 126.7 (dd), 126.3, 124.2 (dd), 114.9, 112.0 
(dd), 111.9, 105.1 (dd), 46.1, 19.6 

Example 245: 

3-r2-Chloro-4-f2.4-difluoro-Dhenvlamino'>-benzovn-4- methvl-/V-morDholin-4-vl- 
benzamide f compound 3451 

Compound 424 (50 mg, 0.12 mmol) and /V-amino-morpholine hydrochloride (35 mg, 
0.25 mmol) were treated as described for compound 337. Flash chromatography (ethyl 
acetate/petroleum ether: graduated from 67/33 to 100/0) provided the title compound. 
l3 C NMR (DMSO-d 6 ) 8 194.5, 168.2, 158.9 (dd), 155.8 (dd), 149.5, 139.1, 138.2, 
133.7, 133.7, 132.9, 131.3, 129.3, 127.5, 126.5 (dd), 126.5, 124.3 (dd), 114.8, 112.0 
(dd), 111.9, 105.1 (dd), 66.0, 19.7 



Example 246: 
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3- r2-Chloro-4-(2.4-dlfluoro-phe^ 
(compound 346) 

Compound 424 (202 mg, 0.50 mmol) and 0-[(dimethyl-t-butyl)silyl]-hydroxylam!ne 
(148 mg, 1.01 mmol) were treated as described for compound 337. Flash 
5 chromatography (ethyl acetate/petroleum ether: graduated from 67/33 to 100/0) 
provided the title compound. 13 C NMR (DMSO-d 6 ) 8 194.6, 162.9, 158.8 (dd), 155.8 
(dd), 149.4, 139.5, 139.1, 133.6, 131.1, 130.3, 128.7, 127.0, 126.5 (m), 126.4, 124.1 
(dd), 114.8, 111.9 (dd), 111.8, 105.0 (dd), 19.6 

10 Preparation 134: 

4- (4-Bromo-2-chloro-benzovlV3-methvl-benzoic acid methyl ester (compound 534) 
4-Iodo-3-methyl-benzoic acid methyl ester (0.83 g, 3.00 mmol) and compound 440 
(0.75 g, 3.00 mmol) were treated as described for compound 525. Flash 
chromatography (ethyl acetate/petroleum ether 1:15) provided the title compound as a 

15 white solid. 

Preparation 135: 

4-r2-Chloro-4-(2,4-difluoro-phenylamin oVbenzovn-3-methvl-benzoic acid methyl ester 
(compound 535) 

20 Compound 534 (184 mg, 0.50 mmol) and 2,4-difluoroaniline (0.066 mL, 0.65 mmol) 
were treated as described for compound 529. Flash chromatography (ethyl 
acetate/petroleum ether: graduated from 0/100 to 20/80) gave the title compound. 

Example 247: 

25 4-r2"Chloro-4-(2,4-difluoro-phenylamino)-benzoyl1-/V-(2-hydroxy-ethylV3-methyl- 
benzamide (compound 347) 

A mixture of compound 535 (127 mg, 0.30 mmol) and K 2 C0 3 (63 mg, 0.45 mmol) in 
ethanolamine/CH 3 CN 1:1 (4 mL) was stirred at room temperature for 18 h. The 
reaction mixture was then poured into H 2 0 and extracted three times with ethyl 

30 acetate. The combined organic phases were washed with brine, dried over MgS0 4 , and 
concentrated In vacuo. The residue was purified by chromatography (ethyl 
acetate/petroieum ether 5:1), furnishing the title compound as a yellow solid. 13 C NMR 
(CD 3 OD) 8 197.7, 169.8, 161.2 (dd), 158.0 (dd), 151.7, 144.0, 138.5, 137.5, 136.4, 
135.1, 131.0, 130.0, 128.2, 127.7 (dd), 125.8 (dd), 125.7, 116.5, 113.0, 112.7 (dd), 

35 105.8 (dd), 61.6, 43.7, 20.3 
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Example 248: 

r2-Chloro-4-(2.4-difluoro-phe^ 
phenyll-methanone (compound 348^ 

Compound 495 (0.132 g, 0.27 mmol) was dissolved in dry 1,4-dioxan (1.5 mL) in a 
screw cap vessel under an argon atmosphere. Tri(2-furyl)phosphine (0.013 g, 0.05 
mmol) and tris(dibenzylideneacetone)dipalladium(0) (0.007 g, 0.008 mmol) were 
added and shaken. (E)-3-(tri-n-butyltin)prop-2-en-l-ol (0.104 g, 0.3 mmol) was added 
and the reaction mixture was heated under an argon atmosphere at 100 °C for 16 h on 
a shaking table. CH 3 CN was added to the reaction mixture and the solution was washed 
three times with petroleum ether. The acetonitrile phase was concentrated in vacuo and 
purified by flash chromatography using a gradient of EtOAc/petroIeum ether (40-60) 
1:3 -> 3:1 as the eluent. This afforded the title compound as yellow oil. 

Example 249: 

4-r3-r2-Chloro-4-f2,4-difluoro-DhenylaminoVbenzovn-4 -methvl-benzovlamino>- 
thiophene-3-carboxyllc acid methyl ester (compound 349V 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 4-amino-thiophene-3-carboxylic acid methyl ester (0.5 mmol) and compound 439 
(0.5 mmol). Purification was done by flash chromatography to afford the title 
compound as foam. 13 C NMR (CDCI 3 ) 5 195.6, 164.8, 163.9, 159.1 (dd), 155.5 (dd), 
147.9, 142.4, 139.7, 136.5, 135.2, 133.6, 132.6, 131.9, 131.3, 129.1, 128.9, 128.6, 
124.4 (dd), 124.2 (dd), 121.6, 116.3, 113.0, 111.6 (dd), 110.8, 104.9 (dd), 52.1, 20.5 

Example 250: 

3"r2-Chloro-4-f2.4-difluoro-phenylamino)"benzovll-/V-furan-2-ylmethvl-4-methvl- 
benzamide (compound 350^ 

The reaction was carried out similarly as described in the preparation of compound 120, 
using furan-2-yl-methylamine (0.5 mmol) and compound 439 (0.5 mmol). Purification 
was done by flash chromatography to afford the title compound as foam. 13 C NMR 
(CDCI 3 ) 5 195.6, 166.4, 159.2 (dd), 155.6 (dd), 151.0, 148.2, 142.4, 141.6, 139.8, 
135.3, 133.7, 131.6, 128.9, 128.8, 127.8, 124.5 (dd), 124.2 (dd), 116.2, 112.8, 111.6 
(dd), 110.5, 107.8, 105.0 (dd), 37.0, 20.4 



Example 251 : 

3-r2-Chloro>4^2,4-difluoro-phenvlam inoVbenzovl1-/V-r3-methoxv-phenvn-4-methvl- 
benzamide (compound 351^ 
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The reaction was carried out similarly as described In the preparation of compound 120, 
using 3-methoxy-phenylamine (0.5 mmol) and compound 439 (0.5 mmol). Purification 
was done by flash chromatography to afford the title compound as foam. 13 C NMR 
(CDCI 3 ) 8 195.5, 165.0, 160.2, 159.3 (dd), 155.7 (dd), 148.3, 141.8, 139.9, 139.1, 
5 135.4, 133.8, 132.3, 131.8, 129.7, 129.0, 128.5, 127.7, 124.6 (dd), 124.1 (dd), 
116.2, 112.8, 112,3, 111.6 (dd), 110.6, 105.9, 105.0 (dd), 55.3, 20.4 

Example 252: 

2- f3-r2-Chloro-4-f2,4-difluoro-phenylamino)"benzoyn-4"methyl-benzovlaminoT- 
10 benzoic acid methvl ester (compound 352^ 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-benzoic acid methyl ester (0.5 mmol) and compound 439 (0.5 mmol). 
Purification was done by flash chromatography to afford the title compound as foam. 
13 C NMR (CDCI3) 8 195.6, 169.0, 164.9, 159.1 (dd), 155.5 (dd), 147.8, 142.4, 141.7, 
15 139.6, 135.2, 134.8, 133.6, 132.3, 131.9, 130.9, 129.3, 129.1, 129.0, 124.4 (dd), 
124.2 (dd), 122.7, 120.4, 116.3, 115.2, 113.0, 111.6 (dd), 104.9 (dd), 52.4, 20.6 

Example 253: 

3- -f3-r2-Chloro-4-f2.4-difluoro-phenylamino)-benzoyn-4-methyl-benzoylamino>- 
20 thiophene-2-carboxylic acid methyl ester (compound 3531 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 3-amino-thiophene-2-carboxylic acid methyl ester (1.0 mmol) and compound 439 
(0.5 mmol). Purification was done by flash chromatography to afford the title 
compound as foam. 13 C NMR (DMSO-d 6 ) 8 194.2, 163.9, 162.4, 158.8 (dd), 155.7 (dd), 
25 149.6, 143.7, 141.4, 139.8, 133.8, 133.7, 133.3, 131.9, 130.6, 128.7, 127.5, 126.5 
(dd), 126.0, 124.1 (dd), 121.9, 114.8, 112.0 (dd), 111.9, 105.0 (dd), 52.1, 19.7 

Example 254: 

4- f3-r2-Chloro-4-(2 f 4-diflMoro-phenylamino)-benzoyl1-4-methyl-benzoylamino>- 
30 thiophene-3-parboxylic acid (compound 354) 

To a suspension of compound 349 (75 mg, 0.14 mmol) in methanol (5 mL) was added 
water (0.5 mL) followed by lithium hydroxide (17 mg, 0.7 mmol). The mixture was 
then stirred at reflux for 30 min. The reaction mixture was made acidic (pH = 5) by 
slowly addition of HCI (IN), and then poured into a mixture of EtOAc/water. The 
35 aqueous phase was extracted with more EtOAc. The organic phases were combined, 

dried (MgS0 4 ), filtered, and concentrated in vacuo to afford the title compound as solid. 
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13 C NMR (DMSO-dg) 5 194.3, 165.6, 162.6, 158.8 (dd), 155.8 (dd), 149.6, 140.7, 
139.9, 135.8, 133.9, 133.8, 131.8, 131.0, 128.2, 127.0, 126.5 (dd), 126.0, 124.0 
(dd), 122.6, 114.8, 112.1, 112.0 (dd), 111.9, 110.8, 105.0 (dd), 19.6 

Example 255: 

2-r3-r2-Chloro-4-f2.4-difluoro^ 
benzoic acid (compound 355) 

The reaction was carried out similarly as described in the preparation of compound 354, 
using compound 352 (0.5 mmol). The title compound was obtained as solid. 13 C NMR 
(DMSO-d 6 ) 5 194.3, 169.9, 163.7, 158.8 (dd), 155.8 (dd), 149.6, 140.8, 140.6, 140.0, 
134.0, 133.9, 133.8, 131.9, 131.7, 131.1, 128.5, 127.2, 126.6 (dd), 125.9, 124.0 
(dd), 122.9, 119.9, 117.0, 114.9, 112.0 (dd), 111.9, 105.0 (dd), 19.6 

Preparation 136; 

2- f3-r2-Chloro-4-f2.4-difluoro-phenvlaminoVbenzovn- 4-methvl-benzovlamino>- 
benzoyl chloride f compound 536) 

A suspension of compound 355 (68 mg, 0.13 mmol) in toluene (2 mL) was added 
thionyl chloride (19 ^iL, 0.26 mmol) and then refluxed for 2 h. The reaction mixture was 
concentrated in vacuo to afford the title compound without any further purification. 

Example 256: 

3"r2-Chloro-4-f2,4-difluoro-phenylamlnoVbenzovlV/\/-r2-f2-hvdroxv-ethv lcarbamovn- 
phenyn-4-methyl-benzamide fcompound 356) 

The reaction was carried out similarly as described in the preparation of compound 120, 
using 2-amino-ethanol (0.26 mmol) and compound 536 (0.13 mmol). Purification was 
done by flash chromatography to afford the title compound as foam. 13 C NMR (CDCI 3 ) 5 
195.8, 169.9, 164.8, 159.0 (dd), 155.4 (dd), 147.9, 142.2, 139.8, 139.5, 135.2, 
133.6, 132.8, 132.2, 131.9, 129.1, 128.9, 126.7, 124.5 (m), 124.1 (m), 123.0, 121.5, 
120.2, 116.4, 113.0, 111.6 (dd), 104.9 (dd), 61.8, 42.5, 20.5 

Example 257: 

3- f3-r2-Chloro-4-(2 r 4-difluorO"phenylaminoVbenzoyl1-4-methyl'-benzovlamino>- 
thiophene-2-carboxylic acid f2-hydroxy-ethyl)-amide fcompound 357) 

A solution of compound 353 (124 mg, 0.23 mmol) in acetonitrile (2.0 mL) and 2- 
amino-ethanol (0.50 mL) was added K 2 CO 3 (50 mg, 0.36 mmol) and stirred for 18 h at 
RT. The reaction mixture was poured into a mixture of EtOAc/water. The aqueous 
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phase was extracted with more EtOAc. The organic phases were combined and 
concentrated on silica gel in vacou. Purification was done by flash chromatography 
eluting with mixtures of MeOH/DCM to afford the title compound. 13 C NMR (DMSO-d 6 ) 8 
193.8, 163.5, 161.5, 158.2 (dd), 155.2 (dd), 149.0, 141.8, 140.5, 139.3, 133.2, 

133.2, 131.3, 130.5, 128.5, 127.8, 127.1, 125.9 (dd), 125.6, 123.6 (dd), 121.1, 

114.3, 113.3, 111.4 (dd), 111.4, 104.5 (dd), 58.8, 41.3, 19.2 

Preparation 137: 

3-f2-Chloro-4-nitrO"benzoylV4-methyl-benzonitrile (compound 537} 
A dry flask was charged with 3-iodo-4-methyl-benzonitrile (5.15 g, 21.2 mmol) and the 
flask was evaporated and then filled with argon and this process repeated twice. Dry 
THF (15 mL) was added, and the solution cooled to -35 °C; then isopropylmagnesium 
chloride (10.6 mL, 2.0 M in diethyl ether, 21 mmol) was added slowly over 20 min 
keeping the temperature below -35 °C. On completion of the addition the reaction 
mixture was stirred at -35 °C for 30 min. A THF solution of ZnCI 2 (3.61 g, 26.5 mmol, 
1.0 M) was added dropwise over 20 min. The reaction mixture was stirred at 0 °C for 
20 min; then 2-chloro-4-nitro-benzoyl chloride (4.9 g, 22.3 mmol) and Cu(OAc) 2 (85 
mg, 0.42 mmol) were added and the reaction mixture was allowed to warm to room 
temperature. After 16 h the reaction mixture was poured into a mixture of 
EtOAc/water, then shaken and separated. The aqueous phase was extracted with more 
EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and concentrated in 
vacuo to afford the crude product. The crude product was purified by flash 
chromatography using EtOAc/petroleum ether (40-60) 1:6 followed by 1:4 as the 
eluent to give the title compound as yellow solid. 

Preparation 138: 

3-f4-Amino-2-chloro-benzoyl)-4-methyl-benzonitrile (compound 538) 
A mixture of compound 537 (1.05 g, 3.49 mmol) and stannous chloride dihydrate (3.31 
g, 17.46 mmol) in absolute ethanol (20 mL) was heated to reflux. After 90 min the 
solution was cooled to RT and then poured into a mixture of ice/aqueous NaOH 
(7N)/EtOAc. The aqueous phase was extracted with more EtOAc followed by DCM. The 
organic phases were combined, washed with brine, dried (MgS0 4 ), filtered and 
concentrated In vacuo. The crude product was purified by flash chromatography using 
EtOAc/petroleum ether 1:2 as the euent to give the title compound as yellow solid. 

Preparation 139: 
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3-p-Chloro-4-f4-fluoro-2-me 
(compound 539^ 

A screw-capped vial (8 mL) was charged with compound 538 (100 mg, 0.37 mmol) in 
1,4-dioxane (2 mL), 2-bromo-5-fluoro-toluene (55 nL, 0.44 mmol), Cs 2 C0 3 (169 mg, 

5 0.52 mmol), Pd 2 (dba) 3 (9 mg, 0.009 mmol), and rac-BINAP (9 mg, 0.014 mmol). The 
tube was capped with a rubber septum, flushed with argon for 5 min, and then stirred 
at 100 °C for 18 h. The reaction mixture was allowed to cool to room temperature, and 
then poured into a mixture of water and EtOAc. The aqueous phase was extracted twice 
with more EtOAc. The combined organic phases were washed with brine, dried 

10 (MgS0 4 ), filtered and concentrated In vacuo. The crude product was purified by 

chromatography eluting with EtOAc/ petroleum ether 1:3 to afford the title compound 
as light brown oil. 

Example 258: 
15 r2-Chloro-4-(4-fluoro-2-methvl-ph e 
phenyll-methanone f compound 358) 

To a screw-capped vial with a magnetic stirrer were added compound 539 (100 mg, 
0.26 mmol), TBAFH 2 0 (41 mg, 0.13 mmol) and TMSN 3 (105 \iL, 0.80 mmol) and THF 
(0.3 mL), and the resulting mixture were heated under vigorous stirring at 85 °C for 18 

20 h. The reaction mixture was allowed to cool to room temperature, and then poured into 
a mixture of HCI (IN) and EtOAc. The aqueous phase was extracted with more EtOAc. 
The combined organic phases were washed with brine, dried (MgS0 4 ), filtered and 
concentrated in vacuo. The crude product was purified by chromatography eluting with 
DCM/ MeOH/CH 3 COOH 100:2.5:0.25 to afford the title compound as yellow foam. 13 C 

25 IMMR (DMSO-d 6 ) 5 193.9, 159.5 (d), 154.8, 151.1, 140.7, 139.4, 136.2 (d), 134.4, 
134.3, 132.1, 128.5, 127.1 (d), 126.4, 124.7, 121.8, 117.4 (d), 114.1, 113.5 (d), 
111.1, 19.5, 17.6 

Preparation 140: 

30 r5-Bromo-2-methvl-Dhenvn-f2-chlo r o-4-nitro-Dhenvn-methanone (compound 540) 
A dry flask was charged with 4-bromo-2-iodo-l-methyl-benzene (6.85 g, 23.1 mmol) 
and the flask was evaporated and then filled with argon and this process repeated 
twice. Dry THF (20 mL) was added, and the solution cooled to -35 °C; then 
isopropylmagnesium chloride (11.5 mL, 2.0 M in diethyl ether, 23 mmol) was added 

35 slowly over 40 min keeping the temperature below -35 °C. On completion of the 

addition the reaction mixture was stirred at -35 °C for 30 min. A THF solution of ZnCI 2 
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(3.93 g, 28.9 mmol, 0.7 M) was added dropwise over 20 min. The reaction mixture was 
stirred at 0 °C for 20 min; then 2-chloro-4-nitro-benzoyl chloride (5.33 g, 24.2 mmol) 
and Cu(OAc) 2 (92 mg, 0.46 mmol) were added and the reaction mixture was allowed to 
warm to room temperature. After 16 h the reaction mixture was poured into a mixture 
of EtOAc/water, then shaken and separated. The aqueous phase was extracted with 
more EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and 
concentrated in vacuo to afford the crude product. The crude product was purified by 
flash chromatography using EtOAc/petroleum ether 1:14 as the eluent to give the title 
compound as almost white solid. 

Preparation 141: 

f4-Amino-2-chloro-phenvlVf5-bromo-2-methvi-Dhenvl )-methanone (compound 541) 
The reaction was carried out similarly as described in the preparation of compound 538, 
using compound 540 (5.64 mmol) as the nitro compound. Purification was done by 
flash chromatography to afford the title compound as yellow solid. 

Preparation 142: 

f5>BromO'2-methvl-phenvlVr2-chioro-4-f2-n itro-phenvlaminoVphenvlVmethanone 
(compound 542^ 

A solution of compound 541 (1.42 g, 4.37 mmol) and l-fluoro-2-nitrobenzene (0.42 
mL, 4.0 mmol) in DMSO (10 mL) was slowly added potassium tert-butoxide (992 mg, 
8.84 mmol) under stirring. After 20 h at RT the reaction mixture was poured into a 
mixture of EtOAc/water. The aqueous phase was extracted with more EtOAc. The 
organic phases were combined, dried (MgS0 4 ), filtered, and concentrated in vacuo to 
afford the crude product. The crude product was purified by chromatography eluting 
with EtOAc/petroleum ether 1:8 to afford the title compound as orange solid. 

Preparation 143: 

r4-f2-Amino-phenvlaminoV2-chloro-phenvn-r5>brom o-2-methvl-phenvlVmethanone 
(compound 543 

The reaction was carried out similarly as described in the preparation of compound 538, 
using compound 542 (2.36 mmol) as the nitro compound. Purification was done by 
flash chromatography to afford the title compound as yellow solid. 



Preparation 144: 
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[4-f2-Amino-phenvlaminoV2^ 
phenvlVmethanone (compound 544^ 

In a screw-capped vial (8 mL) was placed dry degassed triethylamine (3.0 mL) and a 
magnetic stirrer under argon. Compound 543 (200 mg, 0.48 mmol), Pd 2 (dba) 3 (9.0 mg, 
5 0.01 mmol), triphenyl phosphine (13 mg, 0.048 mmol), Cul (2 mg) and ethynyl- 
trimethyl-silane (66 jxL, 0.48 mmol) were added to the vial and the reaction mixture 
was heated under vigorously stirring at 90 °C for 20 h. The cooled reaction mixture was 
filtered through Decalite and concentrated in vacuo. The crude product was purified by 
continuous gradient flash chromatography using EtO Ac/petroleum ether (40-60) (v:v= 
10 5:95 to 30:70) as the eluent to afford the title compound as yellow foam. 

Example 259: 

r4-r2-Amino-phenvlamino^2-chloro-DhenvlVf5-ethvnvl-2-methvl-phenvn-methanone 
(compound 359) 

15 A mixture of compound 544 (59 mg, 0.14 mmol) and K 2 C0 3 (28 mg, 0.20 mmol) in 
methanol (1.0 mL) was stirred at RT for 3 h. The reaction mixture was poured into a 
mixture of EtOAc/water. The aqueous phase was extracted with more EtOAc. The 
organic phases were combined, dried (MgS0 4 ), filtered, and concentrated In vacuo to 
afford the title compound without any further purification. 13 C NMR (CDCI 3 ) 5 195.5, 

20 149.9, 142.9, 139.8, 138.5, 135.5, 133.9, 132.6, 131.3, 127.8, 127.4, 127.0, 125.1, 
119.3, 119.2, 116.4, 115.4, 111.8, 83.0, 20.3 

Example 260: 

[4-f2-Amino-phenvlaminoV2-chloro-phenvn-f2-methvl-5-fl-r2-ftet rahydro-pyran-2- 
25 yloxvVethvn-lH-ri.2,31tria2ol-4-vl Vphenvn-methanone (compound 360) 

To a screw-capped vial with a magnetic stirrer were added compound 359 (25 mg, 0.07 
mmol), 2-(2-azido-ethoxy)-tetrahydro-pyran (25 mg, 0.14 mmol) and EtOH (0.5 mL), 
followed by CuS0 4 H 2 0 (0.3 mg) and an aqueous solution of sodium-L-ascobate (200 
]\L, 0.2 mmol, 1M). The reaction mixture was stirred at RT for 3 h and then at 40 °C for 
30 30 mln. The reaction mixture was concentrated on silica gel and purified by continuous 
gradient flash chromatography using EtO Ac/petroleum ether (40-60) (v:v= 50:50 to 
100:0) as the eluent to afford the title compound as yellow foam. 13 C NMR (CDCI 3 ) 8 
196.1, 149.9, 147.0, 142.9, 140.2, 137.4, 135.5, 134.1, 131.7, 128.1, 127.7, 127,6, 
127.0, 126.3, 125.2, 120.8, 119.1, 116.4, 115.4, 111.8, 99.1, 65.7, 62.4, 50.5, 30.4, 
35 25.2, 20.1, 19.4 
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Example 261: 

[4-r2-Amino-DhenvlaminoV2-chlorQ-Dhenvl1-^ 5-ri-f2-hvdroxv-ethvlVlH- 
ri.231triazol-4-vn-2-methvl-phenylVmeth anone (compound 361) 
A solution of compound 360 (20 mg, 0.038 mmol) and toluene-4-sulfonic acid (11 mg, 
0.057 mmol) in MeOH (0.3 mL) was stirred at RT for 2 h. The reaction mixture was 
poured into a mixture of aqueous NaOH (2N) and EtOAc. The aqueous phase was 
washed with more EtOAc. The organic phases were combined and washed with brine, 
dried (MgS0 4 ), filtered and then purified by continuous gradient flash chromatography 
using EtOAc/petroleum ether (40-60) (v:v= 40:60 to 20:80) as the eluent to afford the 
title compound as solid. 13 C NMR (DMSO-d 6 ) 5 194.7, 151.0, 145.3, 143.3, 140.4, 
135.4, 134.0, 131.4, 128.3, 126.7, 126.5, 126.1, 124.7, 124.6, 124.4, 121.8, 116.8, 
115.8, 114.3, 111.3, 59.7, 52.3, 19.3 

Preparation 145: 

r2-Chloro-4-f2.4-difluoro-phenvlaminoVphenvlV f2-methvl-5-trimethvlsilanvlethvnyl- 
phenvD-methanone fc ompound 545) 

In a screw-capped vial (8 mL) was placed dry degassed triethylamine (4.0 mL) and a 
magnetic stirrer under argon. Compound 495 (100 mg, 0.21 mmol), Pd 2 (dba) 3 (3.8 
mg), triphenyl phosphine (5.4 mg, 0.02 mmol), Cul (1 mg) and ethynyl-trimethyl- 
siiane (29 nL, 0.21 mmol) were added to the vial and the reaction mixture was heated 
under vigorously stirring at 90 °C for 20 h. The cooled reaction mixture was filtered 
through Decalite and concentrated in vacuo. The crude product was purified by 
continuous gradient flash chromatography using EtOAc/petroleum ether (40-60) (v:v= 
0:100 to 10:90) as the eluent to afford the title compound as foam. 

Example 262: 

r2-Chloro-4-f2,4-difluoro-DhenvlaminoVphenyn-f5-ethv nvl-2-methvl-phenvn- 
pqethanone (compound 362) 

A mixture of compound 545 (36 mg, 0.08 mmol) and K 2 C0 3 (17 mg, 0.13 mmol) in 
methanol (3.0 mL) was stirred at RT for 3 h. The reaction mixture was poured into a 
mixture of EtOAc/water. The aqueous phase was extracted with more EtOAc. The 
organic phases were combined, dried (MgS0 4 ), filtered, and concentrated in vacuo. The 
crude product was purified by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v= 0:100 to 20:80) as the eluent to afford the title 
compound as foam. 13 C NMR (CDCI 3 ) 5 195.4, 159.2 (dd), 155.5 (dd), 147.8, 139.3, 
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138.8, 135.2, 134.2, 133.5, 132.9, 131.5, 129.2, 124.3 (dd), 119.4, 116.2, 112.8, 
111.6 (dd), 105.0 (dd), 82.9, 20.4 

Example 263: 

3-r2-Chloro-4-f4-fluoro-phenvlaminoV benzovn-4-methvl-benzoic acid hydrazide 
(compound 363) 

A mixture of compound 451 (100 mg, 0.25 mmol) and hydrazine hydrate (0.12 mL, 2.5 
mmol) in methanol (5 mL) was stirred at reflux for 24 h. The reaction mixture was 
concentrated on silica gel in vacuo. The crude product was purified by flash 
chromatography using MeOH/DCM 2:98 as the eluent to afford the title compound as 
yellow foam. 13 C NMR (CDCI 3 ) 8 195.5, 167.8, 159.7 (d), 149.2, 141.9, 139.9, 135.7 
(d), 135.4, 133.9, 131.7, 129.9, 128.9, 127.7, 127.5, 124.3 (d), 116.5 (d), 115.6, 
112.3, 20.4 

Example 264: 

3-r2-Chloro-4-f2.4-difluoro-phenvla minoVbenzovn-4-methvr-benzolc acid hvdrazide 
(compound 364) 

A mixture of compound 423 (1.00 g, 2.4 mmol) and hydrazine hydrate (1.17 mL, 24 
mmol) In methanol (40 mL) was stirred at reflux for 48 h. The reaction mixture was 
poured into a mixture of EtOAc/water. The aqueous phase was extracted with more 
EtOAc. The organic phases were combined and concentrated in vacuo. The crude 
product was purified by continuous gradient flash chromatography using MeOH/DCM 
(v:v= 5:95 to 10:90) as the eluent to afford the title compound as yellow foam. 13 C 
NMR (CDCI 3 ) 8 195.5, 167.8, 159.3 (dd), 155.7 (dd), 148.3, 142.0, 139.7, 135.3, 
133.7, 131.8, 129.9, 129.0, 128.6, 127.7, 124.6 (dd), 124.2 (dd), 116.1, 112.8, 111.6 
(dd), 105.0 (dd), 20.4 

Example 265: 

l-f3-r2-Chloro-4-(2.4-difluoro-phenvlamino)-benzovn-4- methvl-benzovl>-4-ethvl-3- 
thio semica rbazlde (compound 365) 

In a screw-capped vial (8 mL) was placed isothlocyanato-ethane (69 |iL, 0.79 mmol), 
compound 364 (300 mg, 0.72 mmol), methanol (6 mL) and a magnetic stirrer. The 
reaction mixture was heated under stirring at 95 °C for 3 h. The cooled reaction mixture 
was filtered through Decalite and concentrated in vacuo. The crude product was 
purified by flash chromatography using THF/petroleum ether 2:3 as the eluent to afford 
the title compound as yellow foam. 13 C NMR (DMSO-d 6 ) 8 194.6, 181.3, 165.0, 158.8 



WO 2005/009940 



PCT/DK2004/000490 



211 

(dd), 155.8 (dd), 149.5, 140.3, 139.4, 133.8, 133.8, 130.9, 129.9, 129.7, 127.7, 
126.6 (dd), 126.2, 124.1 (dd), 114.8, 112.0 (dd), 111.7, 105.0 (dd), 38.4, 19.6, 14.4 

Example 266: 

r2-Chloro-4-r2.4-difluorQ-phenv1aminoVphenvn - r5-f5-ethvlamlno-ri.3,41thiadiazol-2- 
vn-2-methyl-phenvn-methanone ( compound 366^ 

A mixture of compound 365 (122 mg, 0.24 mmol) and POCI 3 (29 p.L, 0.32 mmol) in 
1,4-dioxane (1.0 mL) was stirred at 95 °C for 20 h. The reaction mixture was poured 
into a mixture of EtOAc/sat. aq. NaHC0 3 . The aqueous phase was extracted with more 
EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and concentrated in 
vacuo. The crude product was purified by continuous gradient flash chromatography 
using EtOAc/petroleum ether (40-60) (v:v= 20:80 to 50:50) as the eluent to afford the 
title compound as yellow solid 13 C NMR (DMSO-d 6 ) 6 194.4, 168.3, 158.8 (dd), 155.8 
(dd), 154.7, 149.5, 139.9, 137.9, 133.8, 133.7, 131.9, 128.4, 126.5 (dd), 126.2, 
125.7, 124.1 (dd), 114.8, 112.0 (dd), 111.8, 105.0 (dd), 39.6, 19.5, 14.1 

Preparation 146: 

3-f2-Chloro-4-f2.4-dlfluoro-phenvl a minoVbenzovn-4-methvl-benzonitrile (compound 
546> 

A flask was charged with compound 538 (500 mg, 1.85 mmol) in toluene (10 mL), 1- 
bromo-2,4-difluorobenzene (0.25 mL, 2.22 mmol), Cs 2 C0 3 (841 mg, 2.59 mmol), 
Pd(OAc) 2 (8 mg, 0.04 mmol), and 4,5-bis-diphenylphosphanyl-9,9-dimethyl-9H- 
xanthene (32 mg, 0.056 mmol). The flask was flushed with argon for 5 min, closed and 
then warmed slowly to 120 °C. The reaction vial was stirred at 120 °C for 24 h. The 
reaction mixture was allowed to cool to room temperature, and then filtered through 
Decalite. Concentration in vacuo gave the crude product. The crude product was 
purified by continuous gradient flash chromatography using EtOAc/petroleum ether 
(40-60) (v:v = 15:85 to 33:67) as the eluent to afford the title compound as brown 
foam. 

Example 267: 

r2-Chloro-4-r2.4-difluoro-phenvlaminoVphen yn-r2-methvl-5-flH-tetrazol-5-vl)- 
phenyn-m ethanone (compound 367) 

The reaction was carried out similarly as described in the preparation of compound 358, 
using compound 546 (0.84 mmol) as the nitrile. Purification was done by flash 
chromatography to afford the title compound as yellow solid. 13 C NMR (DMSO-d 6 ) 6 
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194.2, 171.9, 158.9 (dd), 155.8 (dd), 149.7, 140.3, 139.7, 134.0, 133.9, 132.2, 
128.7, 126.6, 126.0, 124.0 (dd), 121.7, 114.8, 112.0 (dd), 111.8, 105.0 (dd), 19.6 

Example 268: 

3-^3-r2-Chloro-4-f2,4-difluoro-DhenvlaminoVbenzovlV 4-methvl-Dhenvl>-3-oxo^ 
propionic acid ethvl ester (compound 368^ 

A solution of potassium ethoxycarbonyl-acetate (136 mg, 0.80 mmol) in EtOAc (1.25 
mL) was cooled to 0 °C in an ice-bath. Triethyl amine (279 \±, 2.0 mmol) and 
anhydrous magnesium chloride (91 mg, 0.96 mmol) was added to the solution and the 
mixture was stirred at 35 °C for 7 h. The reaction mixture was cooled to 0 °C and a 
solution of compound 439 (230 mg, 0.57 mmol) in EtOAc (1 mL) was added. The 
temperature was raised to RT and stirring was continued for 18 h. The reaction mixture 
was cooled to 0 °C and aqueous HCI (1.5 mL, 12%) was added slowly. The aqueous 
phase was separated and washed with EtOAc (10 mL). The organic phases were 
combined, washed with aqueous HCI (5 mL, 12%), aqueous NaHC0 3 (5 mL, 50%), 
water (5 mL) and brine (5 mL) and then dried (MgS0 4 ), filtered, and concentrated in 
vacuo. The crude product was purified by flash chromatography using DCM/petroleum 
ether 2:3 folloed by diethyl ether/petroleum ether 1:2 as the eluent to afford the title 
compound as yellow solid 13 C IMMR (CDCI 3 ) 5 195.2, 191.6, 167.3, 159.3 (dd), 155.6 
(dd), 148.2, 144.2, 139.9, 135.4, 133.7, 133.6, 131.9, 130.5, 129.2, 128.7, 124.6 (d), 
124.2 (dd), 116.2, 112.9, 111.7 (dd), 105.0 (t), 61.5, 46.0, 20.7, 14.1 

Example 269: 

r2-Chloro-4-f2,4-difluoro-phenvlaminoVphenvn-r5-f4.5-dihvdr o-oxazol-2-vlV2- 
methyl-phenyll-methanone (compound 369^ 

To a suspension of compound 115 (400 mg, 0.90 mmol) in DCM (4.0 mL) was added 
thionyl chloride (229 \±, 3.15 mmol) at the resulting mixture was stirred at RTfor 1 h. 
Ice-water was added to the reaction mixture followed by EtOAc. The organic phase was 
separated, washed with brine, dried (MgS0 4 ), filtered, and concentrated in vacuo. The 
crude product was purified by continuous gradient flash chromatography using 
EtOAc/petroleum ether (40-60) (v:v = 5:95 to 40:60) as the eluent to afford the title 
compound as foam. 13 C NMR (CDCI 3 ) 5 195.6, 164.0, 159.2 (dd), 155.5 (dd), 147.9, 
141.4, 139.5, 135.3, 133.7, 131.5, 130.2, 129.1, 128.9, 125.2, 124.3 (m), 116.2, 
112.8, 111.6 (dd), 105.0 (dd), 67.7, 54.9, 20.5 



Example 270: 
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3-f2-Chloro-4-r2-f3-ethvl-ureldoVphenvlamino1-ben20vl>-/V-f2-hvdroxv-ethyn-4- 
methyl-benzamide (compound 370) 

To a solution of compound 112 (100 mg, 0.24 mmol) in dry pyridine (1 ml_) was added 
ethyl isocyanate (28 nL, 0.35 mmol) under stirring. After 1 h the reaction mixture was 
5 poured into a mixture of EtOAc/water. The aqueous phase was extracted with more 

EtOAc. The organic phases were combined, dried (MgS0 4 ), filtered, and concentrated in 
vacuo to afford the crude product. The crude product was purified by continuous 
gradient flash chromatography eluting with EtOAc/MeOH (v:v = 100:0 to 98:2) to 
afford the title compound as yellow syrup. 13 C NMR (DMSO-d 6 ):8 194.6, 165.3, 155.0, 
10 151.1, 139.6, 139.3, 136.3, 133.9, 133.8, 131.7, 130.8, 128.8, 128.1, 127.1, 126.2, 
126.1, 125.3, 121.8, 120.2, 114.7, 111.4, 59.6, 42.1, 33.8, 19.5, 15.2 
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